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Talk 14. i StadstkaiOjtnjwasatewaSinokct-sffiu) Nda-Sst-ita* att4- Hour « <■ nfEipovus: byTimcpeint and Ovecsa! 

TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 1 of?) 


Bjomarket Total Nicotine (ug/24hr) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 

66 

aoooo 

MEAN, GEO MEAN 

2388,230,1566.130 

5.121,2.321 



SD.SE 

1770.0800,250.3270 

13.2003, 1,6248 



MEDIAN 

2032230 

1.980 



MIN, MAX 

22.137, 6337.875 

0530,88.160 



5%, 95% 

152.361,5830.270 

0.800, 17.248 


BLQ Values Included 

0 

44 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

2505.710, 1693.850 

7.945,2.295 



SD.SE 

1845.8400,263.6920 

426331, 5.2478 



MEDIAN 

2099.050 

2.088 



MIN, MAX 

10.710, 9552.459 

0.625,348.555 



5%, 95% 

192.780, 5810.680 

0.815.7.128 


BLQ Values Included 

0 

51 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

2737.440, 1824.200 

2.766,2.232 



SD.SE 

1983.6400,292.4720 

2.6681,0.3284 



MEDIAN 

2327.150 

2.082 



MIN, MAX 

10061, 7734.320 

0.750.19.760 



5%, 95% 

288.769,7314.620 

0.990,7,224 


BLQ Values Included 

0 

52 


Overall' 

N 

50 

66 

0,5430 

MEAN, GEO MEAN 

2497.610, 1731.920 

5.278,2469 



SD.SE 

1659.2700, 234.6560 

17.1813,21149 



MEDIAN 

2046.090 

2.147 



MIN, MAX 

14.303,6909,320 

0.967, 138,186 



59b, 95% 

172571, 5294.820 

1.057, 11,448 



* P-value from wilcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14,1,1-2 


STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 


(Page 2 of?) 


Biomar ken Total Nicotine (nmol/24ftr) 

lime-point 

Statistic 

Smokers 

Non-Smokeis 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

14723.500,9655.180 

31,572,14.306 



SD.SE 

10912.6000,1543.2700 

81.3796, 10.0171 



MEDIAN 

12528.700 

12.207 



MIN, MAX 

136.475,390723199 

3.267,543.506 



5 %, 95 % 

939.306,35943.600 

4.932,106.334 


BLQ Values Included 

0 

44 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

15453.900,10442.600 

48,983, 14.152 



SD,SE 

11379.6000,1625.6600 

262.8330,32,3525 



MEDIAN 

12940.600 

12.870 



MIN, MAX 

66.027,5 8 890.910 

3.853, 2148.842 



5%, 95% 

1188.490,35822.800 

5.024,43.944 


BLQ Values Included 

0 

51 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

16876.300,11246200 

17.055,13.757 



SD.SE 

12229.2000, 1503.0900 

16.4485,2.0247 



MEDIAN 

14346.900 

12.836 



MIN. MAX 

62.026,47682.083 

4.624,121.820 



5%,9S% 

1780.260,45094,600 

6.103, 44.536 


BLQ Values Included 

0 

52 


Overall* 

N 

50 

66 

0.5430 

MEAN, GEO MEAN 

15397.800,10677.300 

32.537, 15.219 



SD.SE 

10229.4000, 1446.6500 

105.9230, 13.0382 



MEDIAN 

12614.200 

13.235 



MIN, MAX 

88.176,42596.000 

5.960,851.919 



5%. 95% 

10633)00,32642.600 

6.514,70.579 



‘ F-value fiuni wilcoson rank-sum rest, —- 

Overall values calculated by first averaging the results across visits within a subject, tlren calculating the desctlpiive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened 10 the upper limit of the 
BLQ(e.g, <1.234 will be used as '1,2340 for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 3 Of?) 


Blomarker Total Nicotine fu-g/nig Creatlnln) 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

2.020,1.298 

0.003, NA 



SD, SB 

1.7387,0.2459 

0.0075,0.0009 



MEDIAN 

1.727 

0.002 



MIN, MAX 

0.021,9.353 

0.000, 0.044 



5 % 95 % 

0.100, 5,254 

0.000,0.011 


BLQ Values Included 

0 

44 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

1.974,1.307 

0.007, NA 



SD, SE 

1.6781, 0.2397 

0.0408,0.0050 



MEDIAN 

1.686 

0.002 



MIN, MAX 

0.012,7.495 

0.000,0.333 



5 %, 95 % 

0.144,6.431 

0.000,0.004 


BLQ Values Included 

0 

51 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

2.100, 1.463 

0002, NA 



SD, SE 

1.3912,0.2051 

0.0017,0.0002 



MEDIAN 

2.056 

0.002 



MIN, MAX 

0.009,5.794 

0.000,0.011 



5%, 95% 

0.200, 4.966 

0.000,0.005 


BLQ Values Included 

0 

52 


Overall* 

N 

50 

66 

0.1324 

MEAN, GEO MEAN 

2.027, X.398 

0.004, N A 



SD, SE 

1.4655,0.2073 

0.0154,0.0019 



MEDIAN 

L811 

0.002 



MIN, MAX 

0.014,6.341 

0.000,0.126 



5%, 95% 

0.156,5.620 

0.000,0.008 



■ P-value torn wilcojtou rank-sum lest. 

' Overall values calculated by first averaging [he results across visits willtin a subject, then calculating the descriptive statistics across subjects. Count of BLQ values (Joes nos apply as the BI.Q values were converted to the upper limit of the 
BLQfe.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus climinatig all BLQ values forthe overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 4 of?) 


Biomaiker Total Nicotine (nmol/mg Creatin) 


Timepuiut 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Wed; 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

12456,8,001 

0021, NA 



SD, SE 

10.7192,1.5159 

0.0463,0.0057 



MEDIAN 

10.644 

0.012 



MIN, MAX 

0.129,57.661 

0.000,0.271 



5%, 95% 

0.617,32,391 

0.000,0.068 


BLQ Values Included 

0 

44 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

12.170,8.060 

0.044, NA 



SD, SE 

10.3455,1.4779 

0.2515,0,0310 



MEDIAN 

10.394 

0.009 



MIN, MAX 

0.074, 46.207 

0.000,2053 



5%, 95% 

0.888, 39.647 

0.000,0.025 


BLQ Values Included 

0 

51 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

12.945,9.019 

0.012, NA 



SD, SE 

8.5770,1.2646 

0.0102,0,0013 



MEDIAN 

12.673 

0.012 



MIN, MAX 

0055, 35.720 

0.000, 0.068 



5%. 95% 

1233,30.615 

0.000,0.031 


BLQ Values Included 

0 

52 


Overall’ 

N 

50 

66 

0.1429 

MEAN, GEO MEAN 

12.496, 8,617 

0.026,0.011 



SD.SE 

9.0349, 1.2777 

0.0952 0.0117 



MEDIAN 

11.165 

0.010 



MIN, MAX 

0.086,39.094 

0. D02 0.779 



5%, 95% 

0.960,34.649 

0.002 0.049 



' P-value from wilconon rank-sura test. 

* Overall values calculated by first averaging ilte results across visits witiriit a subject, then calculating lire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g,, '<1.234’ will be used as ’L234 1 ) for tire averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BTOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 5 of 2) 


Biomarker: Free Nicoline (u&l-hr) 


Timepoint 

Statistic 

Smoke re 

Non-Smoke re 

P-vaIue a 

Week 1 

N 

50 

66 

0.0000 


MEAN, GEO MEAN 

1745.040,1070.290 

4765,2.123 



SD, SE 

1430.2000, 202.2600 

13.2934, 1.6363 



MEDIAN 

1417.230 

1.825 



MIN, MAX 

18.048, 5245.860 

0.530,93.100 



5%, 95% 

83.814, 4727,380 

0.800,13.992 



BLQ Values Included 

0 

52 


Week 2 

N 

49 

66 

0.0000 


MEAN, GEO MEAN 

1806.110, 1170.200 

6.987, 2.157 



SD, SE 

1358.1100,194.0160 

37.0042, 4,5549 



MEDIAN 

1573.750 

2.013 



MIN, MAX 

10.980,5904.527 

0.625, 302.670 



5%, 95% 

94.792,4729.200 

0.815,6.758 



BLQ Values Included 

0 

55 


Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

2033.500,1264.500 

2395, Z049 



SD, SE 

1625.9700, 239.7360 

1.8255,0.2247 



MEDIAN 

1632.770 

2.015 



MIN, MAX 

5.450,6614.080 

0.750,13.650 



5 %, 95 % 

161.699,5668.540 

0.990,4.740 



BLQ Values Included 

0 

58 

. . p 

Overall* 

N 

50 

66 

( 0.5246 ) J 


MEAN, GEO MEAN 

1827.980, 1226.590 

4716,2.293 

V,_. z * 


SD, SE 

1277.8800. 180.7190 

15,1522,1.8651 



MEDIAN 

1696.910 

1147 



MIN, MAX 

11.493, 4824.560 

0.793,121.310 



5%, 95% 

130.092,4297.930 

0.980,8.342 



1 P-valix from wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<1.234' will be used as T.2341 fortlie averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BTOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Pagefiof?) 


Biomarker: ftee Nicotine (nmol/24hr) 


Timcpoint 

Statistic 

Smokers 

Non-Smotere 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

10758.2M. 6598.370 

29.377.13.087 



SD.SE 

8817,1700,1246,9400 

81.9539, 10.0878 



MEDIAN 

8737.190 

11.251 



MIN, MAX 

111.266,32340.727 

3.267, 573.962 



5%, 95% 

516.713,29144.300 

4.932, 86.261 


BLQ Values Included 

0 

52 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

11134.700,7214.280 

43.078,13.297 



SD, SE 

8372.7600, 1(96.1100 

228.1310, 28.0810 



MEDIAN 

9702.170 

12.407 



MIN, MAX 

67.692, 36401,409 

3.853,1865.961 



5%, 95% 

584.393, 29155.500 

5,024,41.663 


BLQ Values Included 

0 

55 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

12536.500,7795.640 

14.764,11630 



SD, SE 

10024.1000, 1477.9700 

11.2539,1.3S53 



MEDIAN 

10066.000 

11423 



MIN, MAX 

33.599, 40775.803 

4624 84152 



5%, 95% 

996.874.34946.500 

6.103,29.222 


BLQ Values Included 

0 

58 


Overall* 

N 

50 

66 

0.5246 

MEAN, GEO MEAN 

11269.500,7561.890 

29.073,14.137 



SD, SE 

7878.1100, 1114.1300 

93.4135, 11.4984 



MEDIAN 

10461.500 

13.235 



MIN, MAX 

70.852,29743.400 

4.891,747.878 



5%, 95% 

802.015,26496,800 

6.042,51.426 



* P-value from wilooxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating (he descriptive statistics across subjects. Count of BLQ values does not apply as die BLQ values were convened to (lie upper limit of the 
BLQ (c.g, '<1.234’ will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICALCOMP ARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 7 of?) 


Biomarker. Free Nicotine (tiering Qeatinin) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-V&lue" 

Week 1 

N 

50 

66 

0.0000 

mean, geo MEAN 

1.551,0.887 

0.003, NA 



SD.SE 

15269.0.2301 

(10074,0.0009 



MEDIAN 

1.072 

0.002 



Mm, MAX 

0017, S.S92 

0000,0.044 



5%, 95% 

0.071,5.001 

0.000,0.012 


BLQ Values Included 

0 

52 


Week 2 

N 

49 

66 

0.0000 

MEAN. GEO MEAN 

1.459.0.903 

0.006, NA 



SD.SE 

13786,0.1969 

0.0354,0.0044 



MEDIAN 

1.262 

aooi 



MIN, MAX 

0.012,6.916 

0.000, 0.289 



5%, 95% 

0.071,4.633 

0:000, 0.004 


BLQ V alues Included 

0 

55 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

1365,1.015 

0.002, NA 



SD.SE 

1,1600, 0.1710 

0.0013,0.0002 



MEDIAN 

1.471 

0.002 



MIN, MAX 

0005,5.060 

aooo, 0.008 



5%, 95% 

0.107,4.177 

o.noo, o.oo4 


BLQ Values Included 

0 

58 


Overall’ 

N 

50 

66 

0.1132 

MEAN, GEO MEAN 

1322,0990 

0.004, NA 



SD,SE 

1.2602,0,1782 

0.0136,0.0017 



MEDIAN 

L351 

0.002 



MIN, MAX 

0.011,5.866 

0.000,0.111 



5%, 95% 

0.119. 4.066 

0.001,0.006 



* P-value from wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to tlte upper limit of die 
BLQ (e,g„'<1.234' will be used as '1.234) for the averages across visits within a subject llius eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 8 of 7) 


Biomarken Free Nicotine (iimol/isieCreatin) _ .___._____ 

Timcpaint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, CEO MEAN 

9.559.5.466 

0.020, NA 



SD,SE 

10.0298,1.4184 

0.0455,0.0056 



MEDIAN 

6.606 

0.009 



MIN, MAX 

0.105,54.819 

0.000,0.271 



5%, 95 % 

0.438,30.831 

0.000,0.074 


BLQ Values Included 

0 

52 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

&998,5.566 

0.039, NA 



SD.SE 

8.4990,1.214! 

0.2182,0.0269 



MEDIAN 

7.780 

0.006 



MIN, MAX 

0.074,42.637 

0.000, 1.782 



5%, 95% 

0.438,28.562 

0.000,0.025 


BLQ V aiues Included 

0 

55 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

9.650,6.2S9 

O.Otl,NA 



SD, SE 

7.1517, 1.0545 

0.0080,0.0010 



MEDIAN 

9.066 

0.009 



MIN, MAX 

0.031, 31.195 

0.000, 0049 



5%, 95 % 

0.660.25.751 

0.000,0.025 


BLQ Values Included 

0 

58 


Overall" 

N 

50 

66 

0,1274 

MEAN, GEO MEAN 

9.382,6.109 

0023, NA 



SD.SE 

7,7691,1.0987 

0.0834,0.0103 



MEDIAN 

S.328 

0.010 



MIN, MAX 

0.070.36.164 

0.000,0.682 



5%, 95% 

0.734,25.067 

0004,0.039 



* P-value fam wilcoaon rank-sum tat 

* Overall values calculated by first averaging the results across visits wiciiin a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply S3 the ELQ values wei-e converted to the upper limit of the 
BLQ(c.g., '<.1.234' will be used as T.234 1 ) for the averages across visits within a subject thus elinunaiig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINF. BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 9 of 7) 


Biomarker Total Cotinine (ug/24hr) 


Timcpoinc 

Statistic 

Smokers 

Non-Smokers 

P-value* 



Week 1 

N 

50 

66 

0.0000 



MEAN, GEO MEAN 

4878.380, 3421.220 

5.260, 2,863 





SD.SE 

3440.7600,4B6.5980 

8.1569,1.0040 





MEDIAN 

4470.820 

2.243 





MIN, MAX 

44.556,17099.775 

0,570,46,593 





5%, 95% 

720.720,10349.600 

1.030,23.940 




BLQ Values Included 

0 

34 




Week 2 

N 

49 

66 

0.0000 



MEAN, GEO MEAN 

5021.690, 3664.560 

6.355,3.240 





SD.SE 

3238.0900,462.5840 

12.5104,1.5399 





MEDIAN 

5068.690 

2.745 





MIN, MAX 

25.650,16352.593 

0.625,95.190 





5%, 95% 

735.694, 11711.000 

0.915,17.978 




BLQ Values Included 

0 

33 




Week 3 

N 

46 

66 

0.0000 



MEAN, GEO MEAN 

5092.020,3687.210 

4.695,2.968 





SD, SE 

3093.8100,456.15S0 

7.0334,0.8657 





MEDIAN 

5049.490 

2.475 





MIN, MAX 

21.379,13322.126 

0.990, 43.940 





5%, 95% 

538.890,10641.300 

1.200,14.945 




BLQ Values Included 

0 

40 




Overall' 

N 

50 

66 

0.5580 



MEAN, GEO MEAN 

4922.140,3635.760 

5,430,3.243 


f 

} 

■i 


SD, SE 

3018.0300, 426.8140 

7.9536,0.9790 

V 




MEDIAN 

5080.990 

2.645 

^—__ 




MIN, MAX 

30.528.13142.500 

0.967, 48.539 





5%, 95% 

834.401, 10962,600 

1.181,21.198 





* P-value from wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within asubject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will he used as T.2341 for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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table 14 . 1 . 1-2 


Bioroarken Total Coinitie (nmol/24hri 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 10 of 7) 


TimepoiiU 

Statistic 

Smokers 

Non-Smokers 

P-value® 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

27684.800, 19415.400 

29.851,16.247 



SD.SE 

19526.3000,2761.4400 

46.2905,5.6980 



MEDIAN 

25371,900 

12.727 



MIN, MAX 

252.855,97041.223 

3.235,264.415 



5%, 95% 

4090.090,58734.100 

5.845,135.860 


BLQ Values Included 

0 

34 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

28498.100,20796.400 

35.95118.386 



SD.SE 

18376.2000,2625.1700 

70.9965, 8.7391 



MEDIAN 

28764800 

15.578 



MIN, MAX 

145.564,92S00.965 

3.547,540.203 



5%, 95% 

4175.060,66459.800 

5.193,102.025 


BLQ Values Included 

0 

33 


Week 3 

N 

46 

66 

0.0UO0 

MEAN. GEO MEAN 

28897.200,20924.900 

26.643,16.843 



5D,SE 

17557.4000,2588.7000 

39.9143,4.9131 



MEDIAN 

28655.900 

14.046 



MIN, MAX 

121.326,75503.065 

5.618.249.360 



5%, 95% 

3058.200,60389.500 

6.810,84.813 


BLQ Values Included 

0 

40 


Overall" 

N 

50 

66 

0.5580 

MEAN, GEO MEAN 

27933.10ft 20632.900 

30.816, 18,402 



SD.SE 

17127.3000, 2422.1700 

45.1369,5.5560 



MEDIAN 

28834.600 

15.009 



MIN, MAX 

173.248,74583.600 

5.486,275.461 



5%, 95% 

4735.230,62212.600 

6.704,120.299 



" P-value from wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as tire BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.2340 for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 


Project Numbsr: 12226-8450 Created on 1BMAR02 at 08:53 Printed on Tuesday, March 26, 2002 at 9:24 AM 


Paga 10 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/zhnj0001 



PM3003565235 



TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page II of ?) 


Biomarkeu Total Cotinine (ug/mg Cfealnin) ____________ 

Timeppict Stalblic __ Smokers _____„_ Non-Smokers 


Week 1 

N 

50 

66 

0.0000 


MEAN, GEO MEAN 

3.957.2.835 

0.004, NA 



SD,SE 

2.4437,0.3456 

0.0056,0.0007 



MEDIAN 

3.861 

0.002 



MIN, MAX 

0.042,10.371 

0.000,0.033 



5%, 95% 

0.473, 8.403 

0.001,0.015 



BLQ Values Included 

0 

34 


Week 2 

N 

49 

66 

0.0000 


MEAN, GEO MEAN 

3.842,2.829 

0.005, NA 



SD, SE 

15305,0.3615 

0.0113,0.0014 



MEDIAN 

3.699 

0.002 



MIN, MAX 

0.029,12.831 

0.000,0.091 



5®, 95% 

0.636, 8239 

OOOl, Q.0L4 



BLQ Values Included 

0 

33 


Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

4.0412.957 

0.003,0.002 



SD, SE 

16149,0.3855 

00044,0.0005 



MEDIAN 

3.681 

0.002 



MIN, MAX 

0.019, 11.859 

0.001, 0.025 



5%, 95% 

0.8319.415 

0.001,0.008 



BLQ Values Included 

0 

40 


Overall* 

N 

50 

66 

0.1154 


MEAN, CEO MEAN 

3.950,1935 

0.004,0.007 



SD, SE 

2.4396,0.3450 

0.0060,0.0007 



MEDIAN 

3.804 

0.002 



MIN, MAX 

0.030, 10.694 

0.001,0.042 



5%, 95% 

0.733,8.810 

0.001,0.015 



‘ P-value from wilcoxon rank-sum lest. 

* Overall values calculated by Gist averaging the resulis across visits wiUilu asubject, then calculating the descriptive stub tics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper Unut of the 
BLQ(c.g. t '< 1,234' will bo use das'1.2341 for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS ANT) NON-SMOKERS 
OF 24-HOUR URINB BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 12 of?) 


Biotnnfker Total Cotinine (nmoL'mg Creatin) 


Timepoint 

Statistic 

Smokeis 

Nuii-Smofceis 

P-value* 

Week 1 

N 

SO 

66 

0.0000 

ME AN, GEO MEAN 

22.450,16.086 

0 ,021, NA 



SD.SE 

13.8680,1.9612 

0.0319,0.0039 



MEDIAN 

21.912 

OtOll 



MIN, MAX 

0.238,58.855 

0.000,0.187 



5%, 95® 

2,684,47.687 

0.006,0.085 


BLQ Values lucluded 

0 

34 


Week?. 

N 

49 

66 

ooooo 

MEAN, GEO MEAN 

21.801,16.055 

0.028, NA 



SD, SB 

143 604,2.0515 

0.0642,0.0079 



MEDIAN 

2U.y92 

0.011 



MIN, MAX 

0.165,72.816 

0,000, 0.516 



5%, 95% 

3.609, 46.756 

0006 0.079 


BLQ Values Included 

0 

33 


Week 3 

N 

46 

66 

0,0000 

MEAN, GEO MEAN 

22.940,16.783 

0.019,0.013 



SD.SE 

14.8394,2,1880 

0.0250, 0.0031 



MEDIAN 

20.887 

0.011 



MIN, MAX 

0108, 67.300 

0.006,0142 



5%, 95% 

4.722,53.430 

0.006.0.045 


BLQ Values Included 

0 

40 


Overall - 

N 

50 

66 

0,1222 

MEAN, GEO MEAN 

22417, 16.655 

0023,0.014 



SD, SE 

13.8448, 1.9579 

0.0344,0.0042 



MEDIAN 

21385 

0.011 



MIN, MAX 

0.170, 60.690 

0.004,0.240 



5%. 95% 

4.162,49.999 

0.006,0.085 



* P-value from wilcoion rank-sum lest. 

’ Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLOfc.g., '<1.234’ will be used ns '1.234) for the averages across visits widu'a a subject thus clumnalig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 13 of?) 


Biomaricer Free Cotinine 0J#24hrl 


Timepoint Statistic 

Smokers 

Non-Smokcis 

P-value 4 

Week 1 N 

50 

66 

0.0000 

MEAN, GEO MEAN 

1779.840,1321.430 

3.138,2091 


SD.SE 

1152.0100, 162.9180 

4.4120, 0.5431 


MEDIAN 

1795.820 

1.915 


MIN, MAX 

26.790, 6435.660 

0.530, 27.900 


5%, 95® 

308.979,3580.190 

0.780, 12.160 


BLQ Values Included 

0 

50 


Week 2 N 

49 

66 

0.0000 

MEAN, GEO MEAN 

1817.750,1365.990 

3.672 2.295 


SIX SE 

1072,6600, 153.2370 

7.3843, 0.9089 


MEDIAN 

1731.970 

2.180 


MIN, MAX 

13.950, 4366.690 

0.625,59,280 


5%, 95% 

226.113,3766.020 

0.815, 9.804 


BLQ Values Included 

0 

48 


Week 3 N 

46 

66 

0.0000 

MEAN, GEO MEAN 

1953.820, 1428.930 

2968, 2.241 


SD.SE 

1298.5800,191.4(540 

3.6635,0.4509 


MEDIAN 

1633.050 

2.050 


MIN, MAX 

6393.5162740 

0.750.25.870 


596.95% 

354.936.4856.040 

1.068,7.188 

- •• ... > 

BLQ Values Included 

0 

51 

/ ^ <_ 

Overall' N 

50 

66 

/ 0.4576 / 

MEAN, GEO MEAN 

1822.900,1402.090 

3.259.2.313 

l 

SD.SE 

1058.1900, 149.6500 

4.3883,0.5402 

\ 

MEDIAN 

1695.440 

2147 

^--" 

MIN, MAX 

15.711,4483.280 

0787,30.043 


5%, 95% 

374.265,3774.690 

1.092,12.202 



" F-value Irani wilcoxon rank-sum test. 

' Overall values calculated by first averaging [lie results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOlNT AND OVERALL 
(Page 14 of 7) 


Bioinarket: Flee Quinine (nniol/24hr) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

10100.600, 7499.140 

17.809,11.869 



SD.SE 

6537.6300,924,5610 

25.0383, 3.0S20 



MEDIAN 

10191.300 

10.868 



MIN, MAX 

152.033, 36522.371 

3.008, 158,333 



5%, 957b 

1753.460,20317.600 

4.427, 69.008 


BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

10315.700, 7751570 

20.841,13.925 



SD.SE 

6087.3400,869.6210 

41.9057,5.1582 



MEDIAN 

9828.950 

12.372 



MIN, MAX 

79.166, 24782,101 

3,547, 336.414 



5%, 95* 

1283.220, 21372.200 

4.625,55.638 


BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 

MEAN, UEO MEAN 

11087.900,8109.170 

16.841,12.719 



SD.SE 

7369,4100,10S6.5G00 

20,7903, 2.5591 



MEDIAN 

9267.540 

11.634 



MIN, MAX 

36.280, 29298,550 

4.256, 146.812 



5*, 95% 

2014.260,27558.000 

6.061,40.792 


BLQ Values Included 

0 

51 


Overall' 

N 

50 

66 

0.4576 

MEAN, GEO MEAN 

10344.900,7956.860 

18,497,13.128 



SD.SE 

6005.2200,849.2660 

24.9037, 3.0654 



median 

9621.610 

12.182 



MIN, MAX 

89.160,25442.600 

4.464,170.496 



5%, 95% 

2123.960,21421.400 

6.19S, 69.245 



*P-value from wilcoiton rank-sum test 

’ Overall values calculated by Cist averaging tlte results across visits within a subject, then calculating rite descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') fot the averages across visits within a subject thus elimioatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TTMEPOINT AND OVERALL 
(Page 15 of?) 


Bfomarken Free Cotimne<ug/mg Creatinin) _______ 

Timepoint Statistic _ ^ _ Smokers ___ Non-Smokers _ _ _ P value* 


Week 1 

N 

50 

66 

0.0000 


MEAN. GBO MEAN 

1.607,1.095 

0.002, NA 



SD.SE 

1.2214, 0.1727 

0.0036 0.0004 



median 

1.401 

0.002 



MIN, MAX 

0.025,3.S08 

0 .000,0,020 



5%, 95% 

0.203, 3.903 

0 ,000, 0.009 



BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 


MEAN, GEO MEAN 

1.474, 1.055 

0.003, NA 



SD, SE 

1,0867,0.1552 

0.0070, 0.0009 



MEDIAN 

1.263 

0.002 



MIN, MAX 

0.016,5.177 

0.000,0.057 



5%, 95% 

0.148,3-337 

0.000,0.007 



BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

1.609, 1.147 

0.002, N A 



SD, SE 

1.1859,0.1749 

0.0022,0.0D03 



MEDIAN 

1.333 

0,002 



MIN, MAX 

0.006,5.186 

0.006 0.014 



5%, 95% 

0.383,4.005 

0.001,0.005 



BLQ Values Included 

0 

St 


Overall* 

N 

50 

66 

0.0872 


MEAN, GEO MEAN 

1.575, 1.138 

03302, N A 



SD, SE 

1.1231, 0.1588 

0.0034,0.0004 



MEDIAN 

1.305 

0.002 



MIN. MAX 

0.016,4,572 

0.006 0.026 



5%, 95% 

0,266,3.886 

0.001,0.007 



1 P-value from wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus elimluaiig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 16 of ?) 


Biomarken tree Cotinine (nmol/me Creatin') ... _ —---- --- 



Smofceis 

Non-Smokers 

P-vafue* 

Week 1 

N 

50 

66 

0.0000 

MEAN. GEO MEAN 

9.121,6.214 

0.013, NA 



SD,SE 

6.9314,0.9S02 

0.0172,0.0021 



MEDIAN 

7.951 

0.009 



MIN, MAX 

0.142,32.960 

0.000,0.114 



5%, 95% 

1.152,22.150 

0.000,0.05! 


BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

8.365,5.987 

0.017. NA 



SD.SE 

6.1668,0.8810 

0.0394,0.0048 



MEDIAN 

7.I6S 

0.011 



MIN, MAX 

0.091,29,379 

0.000,0.323 



5%, 95% 

0.840, 18.937 

0.000.0.040 


BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

9.133,6.511 

0.012, NA 



SD.SE 

6.7302,0.9923 

0.0124,0.0015 



MEDIAN 

7865 

aoii 



MIN, MAX 

0.034,29.431 

0.000,0.079 



5%, 95% 

2,174,22.728 

0.006,0.028 


BLQ Values Included 

0 

51 


Overall’ 

N 

50 

66 

0.0970 

MEAN, GEO MEAN 

8.937, 6.454 

0.014, NA 



SD,SE 

6.3738,0.9014 

0.0195.0.0024 



MEDIAN 

7.403 

0.009 



MIN. MAX 

0.0S9,25.944 

0.000,0.149 



5%, 95% 

1.510, 22.053 

0.004,0,038 



" P-va!ue from wilcoaon rank-sum test. 

* Overall values calculated by first averaging the insults across visits within a subject, tlieit calculating the descriptive statistics across subjects. Cotint of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234' will be used as '1.2341 for the averages across visits within a subject thus elirolnatig all BLQ values forthe overall statistics. 
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fit 


TABLE 14 L1-2 

statistical comparison between smokers and non-smokers 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 17 of?) 


UiomaikeK Total 3-hydroxyCotinme W 24hr) 


Timepoim 

Stalisllc 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

7831.130,5355,820 

8.239,3.926 



SD.SE 

6001.9500,848.8040 

143955,1.7720 



MEDIAN 

7518.910 

2948 



MIN, MAX 

80.370 31233.615 

ft 500, 84.568 



5%, 95% 

795.900,18031300 

1.140,40.870 


BLQ Values Included 

0 

24 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

8569,600,6203.500 

11.439,4.758 



SD,SE 

5412.4100,773.2020 

25.8488, 3.1818 



MEDIAN 

7610.060 

3.038 



MIN, MAX 

48.420, 22147.192 

1.000, 191.422 



5%, 95% 

842.508, 19677.600 

1.148,43.240 


BLQ Values Included 

0 

16 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

8483.710, 5938,860 

7.913,4.073 



SD, SB 

6120.1700, 902,3690 

14.4330, 1.7766 



MEDIAN 

6586.050 

3310 



MIN, MAX 

52.295, 27454900 

1.068, 89.830 



5%, 95% 

1258.180.18489.900 

1.350,44.835 


BLQ Values Included 

0 

26 


Overall' 

N 

50 

66 

0.9843 

MEAN, GEO MEAN 

8179.590,5975.970 

9.197,4.643 



SD, SE 

5444.3900,769.9540 

15.9724,1.9661 



MEDIAN 

6813.150 

3.307 



MIN. MAX 

60.362,23472 700 

1.067,97.065 



5%. 95% 

827.503,20711.600 

1.355, 42.982 



8 P-value from wilcoxon rank-sum test. 

* Overall values calculated by first averaging tire results across visits witliin a subject, theft calculating the descriptive statistics across subjects. Count of ELQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQlc.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEFOINT AND OVERALL 
(Page IS Of?) 


Biomarker Total 3-hydroKycoUnine fiuno1/24hr) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valite“ 


Week 1 

N 

50 

66 

0.0000 


MEAN, GEO MEAN 

40745400 27866,300 

42.869,20.426 




SD,SE 

31228.2000, 4416.3300 

74.8998,9.2195 




MEDIAN 

39120.900 

15.336 




MIN, MAX 

418.165,162508.499 

4.162,440.007 




5%. 95% 

4141.070, 96938.400 

5.931, 212.647 



BLQ Values Included 

0 

24 



Week 2 

N 

49 

66 

0.0000 


MEAN, GEO MEAN 

44587.600,32276.800 

59.515, 24,754 




SD.SE 

28160.8000,4022.9700 

134.4910, 16.5547 




MEDIAN 

39595.200 

15.804 




MIN, MAX 

251.929, 115231.S40 

5.703, 995.969 




5%. 95% 

4383.570,102382.000 

5.973,224.978 



BLQ Values Included 

0 

16 



Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

44140.700,30899,900 

41.171,21.193 




SD.SE 

31843.2000, 4695.0300 

75.0951,9.2436 




MEDIAN 

34267.200 

16,699 




MIN, MAX 

272.091, 142847.845 

5.557,467.385 




5%, 95% 

6546.310,96202.800 

7.024,233.277 



BLQ Values Included 

0 

26 



Overall' 

N 

50 

66 

0.9843 


MEAN, GEO MEAN 

42558.500,31093.000 

47.852,24.159 




SD, SF. 

28327.2000.4006,0800 

83.1043, 10.2294 




MEDIAN 

35448.800 

17.204 




MIN, MAX 

314.062, 122129.000 

5.550 505.029 




5%, 95% 

4305.500,107763.000 

7.048,223.634 




" P-value from wilcoxun rank-sum test. 

‘Overall values calculated by Brat averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply os the RLQ values were convened to the upper Until of the 
BLQ (e.g, '<1.234' will be used is '1.2349 for the averages across visits within a subject thus elintinatig all BLQ values fcrthe overall statistics. 
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TABLE 14.1.1-2 


Biomaricec Total 3-hvdroxycotinine (ughne Creatinin) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 19 of ?) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

6.449,4.438 

0.006, NA 



SD.SE 

4.6629,0.6594 

0.0097,0.0012 



MEDIAN 

5.375 

0.002 



MIN, MAX 

0.076, 18.383 

0.000, 0.052 



5%, 95% 

0.370, 15.997 

OiOOl, 0.022 


BLQ Values Included 

0 

24 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

6.772,4.788 

0,008, NA 



SD, SE 

4.9259,0.7037 

0.0155,0.0019 



MEDIAN 

5.554 

0,003 



MIN, MAX 

0.054,20.024 

0.000,0.099 



5%, 95% 

0.503,18.134 

0,001,0.027 


BLQ Values Included 

0 

16 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

6924, 4.762 

0.005, 0.003 



SD, SE 

5.3191,0.7843 

0,0079,0.0010 



MEDIAN 

5.015 

0.002 



min, max 

0.046 23-294 

0001,0.050 



5%, 95% 

1.148,17524 

0.001,0.021 


BLQ Values Included 

0 

26 


Overall" 

N 

50 

66 

0.3418 

MEAN, GEO MEAN 

6.692,4.787 

0.006,0.003 



SD, SE 

4.8008,0.6789 

0.0094,0.0012 



MEDIAN 

5.297 

0.003 



MIN, MAX 

0.059,20.195 

0.001,0.046 



5%, 95% 

0.653,16.414 

0.001,0.026 



■ P-value from wilcoxou rank-sum test. 

' Overall values calculated by Hist averaging die Jesuits across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminsiig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


Biomarker Total 3'hydro5Vcotinine (nmol/ms Creatin) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 20 of?) 



Statistic 

Smokere 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

33.556,23.039 

0.030, NA 



SD.SE 

24.2611,3.4310 

0.0506, 0.0062 



MEDIAN 

27.964 

0.010 



MIN, MAX 

0.395,95.647 

0.000,0.271 



5%, 95% 

1.925, 83.232 

0.005,0.114 


BLQ Values included 

0 

24 


Week 2 

Pf 

49 

« 

0.0000 

MEAN, GEO MEAN 

35.235,24.911 

0.040, NA 



SD.SE 

25.6293.3.6613 

0.0805,0.0099 



MEDIAN 

28.897 

0.013 



MIN, MAX 

0281,104.185 

0.000, 0.515 



5%, 93% 

3.617,94,351 

0.005,0,140 


BLQ Values Included 

0 

16 


Week 3 

N 

46 

66 

0.0000 

MEAN. CEO MEAN 

36.023,24.775 

0.026,0.015 



SD.SE 

27.6752,4.0805 

0.0412,0.0051 



MEDIAN 

26.091 

0,010 



MTN, MAX 

0,239» 121.199 

0.005,0.260 



5%, 95% 

5.973, 91.177 

0.005, 0109 


BLQ V alues Included 

0 

26 


Overall" 

N 

50 

66 

0.3433 

MEAN, GEO MEAN 

34.818,24906 

0.032,0.017 



SD.SE 

24.9784,3.5325 

0,0490,0.0060 



MEDIAN 

27.557 

0.016 



MIN, MAX 

0.305,105.075 

0.003,0.241 



S&, 95% 

3.399, K5.402 

0.005.0.135 



‘ P-value from wilcoxoti rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tile descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to trie upper limit of the 
BLQ (e.g.,'<1.234'will be used as '1;234') tor the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 21 of?) 


Bioni alter Free 3-hydro»ycotinine (ug/24hr) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

5745.430, 3951.120 

6.880, 3.530 



SD,SE 

4337.8600. 613.4660 

11.5292.1.4191 



MEDIAN 

5379.730 

2.763 



MIN, MAX 

42.441,20367.215 

0.855,67.936 



5%, 95% 

645.000,15778.200 

1.030,30.820 


BLQ Values Included 

0 

23 


Week?. 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

6615.880,4719.000 

9.154,4.133 



SD,SE 

4263.6400,609.0920 

20.5086, 2.5244 



MEDIAN 

6368.090 

2.9 IS 



MIN, MAX 

24.210,18154.368 

0.750,152.350 



5%, 95% 

722,866, 15032.800 

1.023,31.960 


BLQ Values Included 

0 

IS 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

6170.890,4344.160 

6.458, 3.634 



SD, SE 

4218.9800,622.0550 

11.1448, 1.3718 



MEDIAN 

5068.950 

2.894 



MIN, MAX 

21.379, 15121.480 

0.990, 72.800 



5%, 95% 

976.686.14222.600 

1.300,31.610 


BLQ V alues Included 

0 

31 


Overall' 

N 

50 

66 

0.9308 

MEAN, GEO MEAN 

6093.85a 4444.840 

7.498,4099 



SD, SE 

3968.4900,561.2300 

12.6611, 1.5535 



MEDIAN 

5310.140 

3.179 



MIN, MAX 

29.343,17222.200 

1.038,76.940 



5%, 95% 

696.229,12433.200 

003,33.167 



* P-vaiue from wilcoxon rank-sum test. 

' Overall values calculated by Gist averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as live BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as T.234 1 ) forthe averages across visits within a subject thus eliminaiig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 22 of ?) 


Biomaiker Free 3-hvdroxvcotinine fnmol/24hr) _ 

Timepoint Statistic 

Smokets 

Non-Smofcere 

P-valuc* 

Week 1 N 

50 

66 

0.0000 

MEAN, CEO MEAN 

29893.500, 20557.700 

35.797, 18.368 


SD.SE 

22569.9000,3191.8600 

59.9865,7.3838 


MEDIAN 

2799(1700 

14373 


MIN, MAX 

220.821,105970.620 

4.449,353.471 


59b, 95* 

3355.940, 8209*200 

3.359, 160,356 


BLQ Values Included 

0 

23 


Week 2 N 

49 

66 

0.0000 

MEAN. GEO MEAN 

34422.400,24553.000 

47.631,21.505 


SD, SE 

22183.7000,3169.1100 

106.7060, 13.1346 


MEDIAN 

33133.100 

15.180 


MIN, MAX 

125.965,94457.177 

3.902,793,718 


5%, 95% 

3761.070,76215,800 

5,323, 166.288 


BLQ V allies Included 

0 

18 


Week 3 N 

46 

66 

aoooo 

MEAN, GEO MEAN 

32107.100,22602.700 

33.601.18.909 


SD.SE 

21951.4000, 3236.5500 

57.9863, 7.1376 


MEDIAN 

26373.800 

15.058 


MIN, MAX 

111,235, 78677.060 

5151, 378778 


5%, 95% 

5081.700.74000.000 

6.764, 164.467 


BLQ Values Included 

0 

31 


Overall' N 

50 

66 

0.9308 

MEAN, GEO MEAN 

31706.300,23126.500 

39.009,21.327 


SD.SE 

20648.1000,2920.0800 

65.8755, 8,1087 


MEDIAN 

27628.600 

16.540 


MIN, MAX 

152.674, 89607.000 

5.402,400.319 


59b, 95* 

3622.480,64690.100 

6.778, 172.570 



* P-va!ue from wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across Visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g,, '<1.234'will be used as '1,2341 for the averages across visits within a subject thus climinatig all BLQ values for the overall statistics. 
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TABLE 14.1-1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 23 of?) 


Biomarten Free 3-hydr<Kycotiuine fusing Crcatinin) _____________ 

Timepoint _ Statistic _ Smokers _ Non-Smokets _ P-vahta* 


Week 1 N 

50 

66 

0.0000 

MEAN, GEO MEAN 

4.766,3.274 

0,005, NA 


SD.SE 

3.4639,0.4899 

0.0080,0.0010 


MEDIAN 

4258 

U0O2 


MIN, MAX 

0.040,14.351 

0.000,0.042 


5%, 95% 

0.300,12.478 

0.001,0.019 


BLQ Values Included 

0 

23 


Week 2 N 

49 

66 

0.0000 

MEAN, GEO MEAN 

5.168,3.642 

0.006, NA 


SD.SE 

3.6621,0.5232 

0.0122,0.0015 


MEDIAN 

4.126 

0.002 


MIN, MAX 

0.027, 15.297 

0600, 0.079 


5%. 95% 

0.400, 12.899 

0.001,0.019 


BLQ Values Included 

0 

18 


Week 3 N 

46 

66 

0.0000 

MEAN, GEO MEAN 

5,034, 3.484 

0.004,0.003 


SD.SE 

3.6689,0.5410 

0,0062,0.OD08 


MEDIAN 

3689 

0.002 


MIN, MAX 

(1019, 15.542 

0.001,0.041 


5%. 95% 

0.770, U.642 

0.001,0.017 


BLQ Values Included 

0 

31 


Overall* N 

50 

66 

0.2607 

MEAN, GEO MEAN 

4.971,3.566 

0.005,0.003 


SD, SE 

3.4521, 0.4882 

(10074. 0.0009 


MEDIAN 

4.113 

0.003 


MIN, MAX 

0,029,14764 

0.001,0.037 


5%, 95% 

ft 497,12.705 

0.001, (1019 



“ P-value from wilcoxon rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating tlic descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened tn the upper limit of the 
BLQ (e.g, '< 1.234’ will bo used as '1.234) for tire averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 24 of?) 


Biamarker; Free 3-hvdroxvcotinine frnnol/me Crealin) 


P-value* 


Tunepoiul 

Week 1 

& tali Stic 

N 

50 

66 

0.0000 

MEAN. OEO MEAN 

24.797,17.032 

0.02S, NA 



SD, SE 

18.0226, 2.S48S 

0.0415,0.0051 



MEDIAN 

22.155 

0.010 



MIN, MAX 

0.208, 74.668 

0.000, 0.219 



5%, 95% 

1.561,64.923 

0.005,0.099 


BLQ Values Included 

0 

23 


Week 2 

N 

49 

66 

0.0000 

MEAN. GEO MEAN 

26.891,18.948 

0.032, NA 



SD, SE 

19.0536,2.7219 

0.0636,0.007S 



MEDIAN 

21.468 

0.010 



MIN, MAX 

0.140,79,590 

0.000,0.411 



5%, 95% 

2.081,67.113 

0.005,0.099 


BLQ Values Etcluded 

0 

18 


Week 3 

N 

46 

66 

0.0000 

MEAN. GEO MEAN 

26.191,18.128 

0.022, 0.013 



SD, SE 

19.0893,2.8146 

0.0323,0.0040 



MEDIAN 

19.194 

0.010 



MIN, MAX 

0.099. 80.865 

0.005,0.213 



5%, 95% 

4.006, 60.573 

0.005,0.088 


BLQ Values Included 

0 

31 


Overall* 

N 

50 

66 

0.2766 

MEAN. GEO MEAN 

25.862, 1B.54S 

0.026,0.OIS 



SD, SE 

17.9615,2.5401 

0.0386,0.0048 



MEDIAN 

21.398 

0.013 



MIN, MAX 

0.149,74,215 

0.003,0194 



5%, 95% 

2.586,66.106 

0.005, 0.099 



1 P-value from wilcoxon rank-sum test. , , , , ,. . 

• Overall values calculated by first averaging the results across visits within a subject, risen calculating the descriptive statistics across subjects. Courn of RLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ [c.g., 1 <1.234' will be used as 'L234 1 ) for the averages across visits within a subject thus eliminatig alt BLQ values for the overall statistics. 
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TADLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 25 of?) 


Biomarken 3-hydroxycotiiune ghicuror.ifc (n-nol/24hri 


Timepornt 

Statistic 

Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

49 

54 

0.0000 

MEAN, GEO MEAN 

11096.200,6918-750 

9.097, NA 



SD.SE 

10472.9000,1496.1300 

17.1446,2.3331 



MEDIAN 

8366.020 

2,082 



MIN, MAX 

197.400,56537,828 

0.000, 86.504 



5%, 95% 

757.770,26230.400 

0,000, 52260 


BLQ Values Included 

0 

23 


Week 2 

N 

49 

60 

0.0000 

MEAN, GEO MEAN 

10165.200,7180.450 

13.441, NA 



SD.SE 

7498.0900, 1071.1600 

30.2054,3.8995 



MEDIAN 

8992.600 

1.533 



MIN, MAX 

126.000, 38811.750 

0.000,202.270 



5%, 95% 

622.537,24231.800 

0.000, 60.436 


BLQ Values Included 

0 

18 


Week 3 

N 

45 

62 

0.0000 

MEAN, GEO MEAN 

12310.200,8164.710 

8.214, NA 



SD.SE 

11374.8000,1695.6600 

18.5892,2.3608 



MEDIAN 

8468.660 

0.995 



MIN, MAX 

166 868, 64170.700 

Cl000, 88.660 



5®. 95% 

1725.520,31402.400 

0.000, 42.273 


BLQ Values Included 

0 

31 


Overall’ 

N 

50 

65 

0.8759 

MEAN, GEO MEAN 

10913.700, 7675.780 

9.591, NA 



SD,SE 

8872.2500,1254.7300 

19.2777,2.3911 



MEDIAN 

9018.320 

2.395 



MIN, MAX 

161.423, 49042.900 

0.000. 104,787 



S%, 95% 

828.268,27011.000 

0.000, 49.847 



* P-value from wilcoxon rank-sum lest. 

' Overall values calculated by firet averaging the results across visits within a subject, llien calculaiing the descriptive statistics across subjects. Count of BLQ values docs ntx apply as the BLQ values were converted to tire upper limit of die 
BLQ(e.g., ’<11.234' will be used as '1.234'J fortlie averages across visits within a subject thus climinatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 26 of ?) 


Biotnarker 3-hvdroxycotinine glucuronide (nmol/mg Crealin) 


Timenoint 

Statistic 

Smokeis 

Non-Smokers 

P-value* 

Week 1 

N 

49 

54 

0.0000 

MEAN, GRO MEAN 

*.953,5.755 

0.006, NA 



SD.SE 

7.6799, 1.0971 

0.0113,0.0015 



MEDIAN 

6,754 

0.002 



MIN, MAX 

0.182,37.904 

0.000,0.053 



5%, 95% 

0.365,24.215 

0.000,0.034 


DLQ Values Included 

0 

23 


Week 2 

N 

49 

60 

0.0000 

MEAN, GEO MEAN 

8.344,5.542 

0.009, NA 



SD, SE 

7.7423,1.1060 

0.0187,0.0024 



MEDIAN 

5.726 

0,001 



MIN, MAX 

0.141,37.773 

0.000,0.105 



5%, 95% 

0.539,24.592 

0.000,0.047 


BLQ Values Included 

0 

18 


Week 3 

N 

45 

62 

0.0000 

MEAN, GEO MEAN 

10.066,6.491 

0.005, NA 



SD, SE 

9.7261, 1.4499 

0.0101,0.0013 



MEDIAN 

6.677 

0.001 



MIN, MAX 

0.141,41.198 

0.000, 0.050 



5%, 95% 

1.718,30.778 

0.000,0.030 


BLQ Values Included 

0 

31 


Over all' 

N 

50 

65 

0.7982 

MEAN, GEO MEAN 

9.000,6.115 

0.006, NA 



SD.SE 

7.9341, 1.1220 

0.0115,0.0014 



MEDIAN 

6.640 

0.002 



MIN, MAX 

0.156, 38.95S 

0.000, 0.052 



5%, 95% 

0.813,26.074 

0.000, 0.036 



* P-value from wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visiis within a subject, tiien calculating the descriptive statistics across subjects. Count of BLQ values does not apply as die BLQ values were converted to die upper limit of the 
BLQ (c,g., '<L234' will be used as T.234 1 ) for the averages across visits within a subject thus dimming all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 27 of?) 



Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 

54 

ooooo 

MEAN. GEO MEAN 

6895.8,4024.9 

5.9, NA 



SD.SE 

7654.61, 1093.52 

14.15,1.93 



MEDIAN 

5136J 

1.9 



MIN, MAX 

79.6,48117.3 

0.0,98.3 



5%, 95% 

649.9,16292.2 

0.0,21.9 


BLQ Vdues Included 

0 

21 


Week 2 

N 

49 

60 

0.0000 

MEAN,GEO MEAN 

6711.8, 4641.4 

8.7, NA 



SD.SE 

5108.69,729.81 

24.88,3.21 



MEDIAN 

5545.9 

1.6 



MIN, MAX 

140.0,23215.8 

0.0,179.0 



5%, 95% 

596.3,15749.0 

0.0, 36.5 


BLQ Values Included 

0 

18 


Week 3 

N 

45 

62 

0.0000 

MEAN, GEO MEAN 

7528.7, 4762.9 

4.5, NA 



SD.SE 

8062.18,1201.84 

10.28,1.31 



MEDIAN 

5225,9 

0.5 



MIN, MAX 

153.5, 40612.0 

0.0 68.2 



5%, 95% 

927.7,29168.5 

0.0,24.5 


BLQ Values Included 

0 

31 


Overall" 

N 

50 

65 

0.6395 

MEAN, GEO MEAN 

6902.1,4770.7 

6.3, NA 



SD, SE 

5566,90, 787.28 

14.01, 1.74 



MEDIAN 

5704.9 

1.6 



MIN, MAX 

144.5,25999.9 

0.0,83.3 



5%, 95% 

640.7, 19989.6 

0.0 22.2 



‘ P-value from wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convettedtothe upper limit of the 
BLQ (c.g., 'CI .234' will be used as T.234 1 ) for the averages across visits witliin a subject thus eliminatig all BLQ values for the- overall statistics. 
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TABLE H.l.i a 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-IIOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 28 of?) 


Eiomarkec Total NNAL (p#24hr) _ 

Tbnenoint _ Statistic __ Smokers 


Non-Smokers 


P-vaIuo a 


Week 1 

N 

49 

66 

0,0000 


MEAN, GEO MEAN 

860759.000,585425.000 

14427.700,10836,700 



SD, SF. 

613472.0000,87638.9000 

21975.5000,2704.9900 



MEDIAN 

785030.000 

9870.000 



MIN, MAX 

8460.000,2307613.000 

3180.000, 181986.000 



5%, 95% 

37125.000, 2084330.000 

4680.000,21000,000 



BLQ Values Included 

1 

59 


Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

914458.000,627899.000 

14417.800,12348.400 



SD, SE 

709365.0000,104590.0000 

10349.1000,1273.8800 



MEDIAN 

783064.000 

12000.000 



MIN, MAX 

6288.000, 4046406.000 

4500.000,61490.000 



5%, 95% 

97520.000,1964160.000 

6408.000,28440.000 



BLQ Vallies Included 

t 

59 


Overall" 

N 

50 

66 

0.1165 


MEAN,GEO MEAN 

874402.000, 615371000 

14422.800,11984,200 



SD, SE 

592616.0000, 83808.5000 

12891.4000, 1586.8300 



MEDIAN 

039770.000 

11130.000 



MIN, MAX 

7374.000, 2468210.000 

3840.000, 97218.000 



5*. 95% 

66085.000,2080140.000 

6400.000.30583.000 



" P-value from wilcaxon rank-sum test. 

■ Overall values calculated by Cist averaging the results across Visits williin a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQfe.g., tcl.234 1 will he used as T.234 1 ) for the averages across visits within asubject thus eUminatig all BLQvalues for the overall statistics. 
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TABLE 14.1.1-2 


Biamarkcn Total NNAL(w«ol/241tr> 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Pagp 29 of?) 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 


Week 1 

N 

49 

66 

0.0000 


MEAN, GEO MEAN 

+114.430, 2798.330 

68.965, 51.799 




SD.SE 

2932.4000,418.9140 

105.0430, 12.9299 




MEDIAN 

3752.440 

47.179 




MIN, MAX 

40.439, 11030.390 

15.200, SS9.B93 




5%, 95% 

177.458,9963.110 

22370, 100.380 



BLQ Values Included 

1 

59 



Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

4371.110,3001.360 

68.917, 59.029 




SD.SE 

3390.7700, 499.9410 

49.4686, 6.0892 




MEDIAN 

3743.050 

57,360 




MIN, MAX 

30.057,19341.821 

21.510, 293,922 




5%, 95% 

466.146,9388.690 

30.630, 135,943 



BLQ Values Included 

1 

59 



Overall' 

N 

50 

66 

0.1159 


MEAN, CEO MEAN 

4179.640,2941.480 

68.941,57.285 




SD.SE 

2832.7000, 400.6040 

61.6210,7.5850 




MEDIAN 

4014.100 

53.202 




MIN, MAX 

35224S, 11798.000 

18.355,464,702 




5%, 95% 

315.887, 9943.070 

30.592,146.187 




a P'value from wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject dien calculating die descriptive statistics across subjects. Count of BLQ values does tiot apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<L234' will be used as M.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1,1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 30 of?) 


Biomancen lotat iv 
Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 4 

Week! 

N 

49 

66 

0.0000 

MEAN, GEO ME AN 

738,054, 487.673 

10.548,7.669 



SD,SE 

585.2480,83.6069 

16.2628,2.0018 



MEDIAN 

625.442 

9.003 



MIN, MAX 

7.958,2575.145 

1.932,134.956 



5 %, 95% 

30.892,2010.240 

2.683,17.699 


BLQ Values Included 

1 

59 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

721.933,503.456 

11.157,8.773 



SD, SB 

524.1050,77.2750 

9.2533,1.1390 



MEDIAN 

580.019 

8.596 



MIN, MAX 

5.525,2275.640 

2.158, 53.767 



5%, 95% 

65.03L 2004.780 

2,923,30.000 


BLQ Values Included 

1 

59 


Overall" 

N 

50 

66 

0.0039 

MEAN, GEO MEAN 

726.768, 500.586 

10,353, 8.600 



SD, SE 

532.2830,75.2762 

9.7010, 1.1945 



MEDIAN 

617.106 

8.560 



MIN, MAX 

6.742,2250.750 

2.131,70.371 



5%, 95% 

43.687, 1877.500 

3,508,27.562 



* P-value from wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, lien calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQvaluc3 were converted to the upper limit of tbe 
BLQ (e.g., ‘<1.234 will be used as ' t.234') for the averages across visits within u subject thus ehminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 31 of?) 


Biomarker Total NNAL(prool/mg Creatin) 


Timepoint 

Statistic 

Smokers 

Nun-Smokers 

P-value" 

Week 1 

N 

49 

66 

0.0000 

MEAN, CEO MEAN 

3.528,2.331 

0.050, 0.037 



SD, SE 

2.7975,0.3996 

0.0777,0,0096 



median 

2.990 

0.043 



MIN, MAX 

0.038, 12309 

U009, 0.645 



5%, 95% 

0.148,9.609 

0.013,0.085 


BLQ V alucs Included 

1 

59 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

3.451,2.406 

0,053,0.042 



SD, SE 

2,5053,03694 

0.0442 0.0054 



MEDIAN 

2773 

0.041 



MM, MAX 

0.026,10.87S 

0.010, 0.257 



5 %, 95 % 

0.311, 9.583 

0.014, a 143 


BLQ Values Included 

1 

59 


Overall' 

N 

50 

66 

0.0039 

MEAN, GEO MEAN 

3.474,2.393 

0.052,0.041 



SD,SB 

2.5443,0.3598 

0.0464, 0.0057 



MEDIAN 

2.950 

0.042 



MIN, MAX 

a032, 10.759 

0.010 0.337 



5 %, 95 % 

0.209.8.975 

0.017,0.132 



" P-value from wilcoaon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<U234' will he used as '1.234') for the averages across visits within a subject thus eliminafig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 32 Of?) 


Biomarter. Free NNAL (pg!24lir) 


Timepoint 

Statistic 

Smokers 

Non-Smokera 

P-value* 

Week I 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

249288,000,181853,000 

11517.800, 10146.400 



SD, SE 

180187.0000,25482.3000 

6048.7800,744,5530 



MEDIAN 

224364.000 

9240.000 



MIN, MAX 

8460.000, 852355.000 

3180.000, 30796.800 



5 %, 95% 

23940.000,049460.000 

4800.000,22800.000 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

278384.000,210748.000 

14085.400,12211.000 



SD, SE 

174392,0000,25712.7000 

9300.8400,1144.8500 



MEDIAN 

241481.000 

12090.000 



MIN, MAX 

6288,000, 781704.000 

4500.000, 57240.000 



5%, 95% 

52440.000,558700.000 

5940.000, 28440.000 


BLQ Values Included 

1 

62 


Overall’ 

N 

50 

66 

0.1077 

MEAN, GEO MEAN 

259455.000, 199547.000 

12801.600,11589.200 



SD, SE 

160409.0000,22685.3000 

6057.8600,745.6710 



MEDIAN 

239327.000 

! 1217.000 



MIN, MAX 

7374.000, 589956.000 

3840.000.32310.000 



5%, 95% 

47776.000,584079.000 

6450.000,24998.400 



* P-value from wiTconon rant-sum test. 

' Overall values calculated by fust averaging the results across visits within asubject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as die BLQ values were converted to the upper limit of the 
BLQ (e.g.,’<1,234' will be used as T.234') for die averages aciuss visits withiu a subject thus eliniinarig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL comparison between smokers and NON-SMOKERS 
OF 24-IIOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 33 of?) 


Biomarker: Ere£NNAL(nmol/24Iir) 

Timcpoint 

Statistic 

Smokers 

Non-Smokeis 

P-value a 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

1191.600, 869.259 

S5.055,48.500 



SD.SE 

861.2930, 121.8050 

28.9132,3.5590 



MEDIAN 

1072.460 

44168 



MIN, MAX 

40.439,4074.257 

15.200,147.209 



5®, 95® 

114,433,3104.420 

22.944,108.984 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

66 

0,0000 

MEAN. GEO MEAN 

1330.680, 1007.380 

67.328,58.369 



SD.SE 

833.5930,122,9070 

44.4580,5.4724 



MEDIAN 

1154.280 

57.790 



MIN, MAX 

30.057,3736.545 

21.510,273.607 



5®, 95% 

250.663,2670.590 

78.393,135.943 


BLQ Values Included 

I 

62 


Overall' 

N 

50 

66 

0.1070 

MEAN. GEO MEAN 

1240.200, 953.832 

61.192,55.397 



SD.SE 

766.7570,108.4360 

28.9566,3.5643 



median 

1143.980 

53.618 



MIN. MAX 

35.748, 2819.990 

18.355.154.442 



5%, 95% 

228.369.2791.900 

30.831,119.493 



* P-value from wtlcoxonrank-sum test. 

‘ Overall values calculated By first averaging Hie results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values dues not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g., '<1,234' will be used as T.2343 for the averages uctoss visits within a subject ihus eliminatlg all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
[Page 3 4 of ?) 


Biomarker: Free NNAL(pgbng Creatinin) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week I 

N 

50 

66 

0.0000 

MEAN, CEO MEAN 

219.163,15D.676 

8520,7.180 



SD, SE 

1S1.7280, 25.7002 

5.1180, 0.6300 



MEDIAN 

178.751 

8.222 



MIN, MAX 

7.958,813.359 

1.932,29.814 



5%, 9S% 

13.730,612.755 

2.911,17.143 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

66 

0.0000 

MEAN, CEO MEAN 

226.894, 168.981 

10.544, 8.676 



SD. SE 

159.6470,23.5386 

6.8346,0.8413 



MEDIAN 

194555 

9325 



MIN, MAX 

5.525,724.324 

2.158, 30.264 



5%, 95% 

47.240,547.012 

2.923,29.412 


BLQ Values Included 

1 

62 


Overall* 

N 

50 

66 

0.0016 

MEAN, GEO MEAN 

223.061, 162.757 

9.532,8.2S6 



SD, SE 

167.5170,23.6904 

5,0078,0.6164 



MEDIAN 

185.127 

8.678 



MIN, MAX 

6.742,768.842 

2.364,23.043 



5%, 95% 

34.373,535268 

3.185, 19.673 


a P-value from wiicoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQfe.g., '<1.234' will be used as '1234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values furthe overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TMEPOINT AND OVERALL 
(Page 35 of 7) 


Biomarker Free NNALlprooi/mgCreatin) 


P-vaIue“ 


i lmepoint 

Week 1 

N 

50 

66 

0.0000 

MEAN. GEO MEAN 

1.048, 0.720 

0.041,0.034 



SD,SE 

0.8687,0.1229 

0.0245, 0.0030 



MEDIAN 

0.855 

0.039 



MIN, MAX 

0.038, 3.888 

0.0D9,0.143 



5%, 95% 

0.066,2.929 

0.014 0.082 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

1.085,0.807 

0.050,0.041 



SD.SE 

0.7631,0.1125 

0.0326,0.0040 



MEDIAN 

0.930 

0.045 



MIN, MAX 

0.026, 3.462 

0.010,0,145 



5%, 95% 

0.226,2.615 

0.014, 0.141 


BLQ Values Included 

I 

62 


Overall’ 

N 

50 

66 

0.0017 


MEAN, GEO MEAN 

1.066,0.778 

0.046.0.040 



SD.SE 

0.8008, 0.1132 

0.0239,0.0029 



MEDIAN 

0.8S5 

0.042 



MIN, MAX 

0.032,3.675 

0.011,0.110 



5%, 95% 

0.164,2.559 

0.015, 0.094 



’ OveraE vdues calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjerts. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of die 
BLQ (e.g.. VI .234' will be used as '1.234> for the averages across visits within a subject thus eliminate all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKEKS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 36 of ?) 


Biomarker NNAL-Glucuronide(pmol/L) ____________._—-— 


Statistic 

Smokers 

Non-Smokers 

P-value‘ 


Week 1 

N 

49 

62 

0.0000 


MEAN. GEO MEAN 

1889.1, NA 

17.8, NA 




SD.SE 

1803.06,257.58 

111.46,14.16 




MEDIAN 

1564.5 

0.0 




MIN, MAX 

0.0,7462.5 

0.0, 859.0 




5%, 95% 

35.9,5782.3 

0.0, 13.4 



BLQ Values Included 

2 

62 



Week 3 

N 

46 

64 

0.0000 


MEAN, GEO MEAN 

1872.0, NA 

3.7, NA 




SD.SE 

1907.93,281.31 

15.05,1.8S 




MEDIAN 

1352.5 

0.0 




MIN, MAX 

0.0, 9536.6 

0.0,99.9 




5%, 95% 

35.4,5911.9 

0i0,2&2 



BLQ Values Included 

1 

62 



Overall’ 

N 

50 

66 

025865 


MEAN, GEO MEAN 

1S59.5, NA 

10.2, NA 




SD.SE 

1623.98, 229.67 

54.69,6.73 




MEDIAN 

1521.7 

0.0 




MIN, MAX 

aa 5778.3 

Of), 429.5 




5%, 95% 

29.9,5668.4 

0.0,28.0 




" P-value from wilcoxoti rank-sum test, , 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper lunit of the 
BLQ(e.g., 'cl,234'will be used as '1.234') for lltc averages across visits within a subject thus efiminatig all BLQ values for the overall statistics. 
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table 14 . 1 . 1-2 

statistical comparison between smokers and non-smokers 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 37 of 7) 


Diomarker: NNAL-Clucuronide (::nioV24hr) 


Timepofot 

Statistic 

Smokers 

Non-Smokers 

P-value 0 

Week 1 

N 

49 

62 

0.0000 

MEAN, GEO MEAN 

2908.930, NA 

17.964, NA 



SD.SE 

2273.5200,324.7890 

108.8050,13.8183 



MEDIAN 

2416.280 

0.000 



MIN, MAX 

0.000, 8788.668 

0000, 841.820 



5%, 95% 

98.725, 7630.840 

0.000,21.417 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

64 

0.0000 

MEAN, GEO MEAN 

3040.440, NA 

7.025, N A 



SD, SE 

2849.3100, 420.1080 

29.5386,3.6923 



MEDIAN 

2468.520 

0.000 



MIN, MAX 

0.000,17356.612 

0.000, 168.831 



5%. 95% 

65,136.6821.100 

0.000,36.120 


BLQ Values Included 

1 

62 


Overall' 

N 

50 

66 

0.5845 

MEAN, GEO MEAN 

2940.090, NA 

11.844, NA 



SD, SE 

2262.4900,319.9650 

54.6839,6.7311 



MEDIAN 

2635.940 

0.000 



MIN, MAX 

0.000,10073.400 

0.000,420.910 



5%, 95% 

59.593,7804.SS0 

0.000, 80.217 



' F-value from wilcoxon rank-sum test. 

* Overall values calculated by Fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus clituinatig all BLQ values for the overall statistics. 
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TABT-E 141.1-2 


Biomarken NNAL-Glucuronidc (pmot/mg Cmatm) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 38 of?) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

49 

62 

0.0000 

MEAN, GEO MEAN 

2.466. NA 

0.013, NA 



SD.SE 

2.0265,0.2895 

0.0801,0.0102 



MEDIAN 

2.190 

0.000 



MIN, MAX 

0.000,8.643 

0,000,0.624 



5®, 95® 

0.082,7.656 

0.000, 0.009 


BLQ Values Inducted 

2 

62 


Week 3 

N 

46 

64 

0.0000 

MEAN, GEO MEAN 

2.366, NA 

0.006, NA 



SD,SE 

1.9608,0.2S91 

0.0269,0.0034 



MEDIAN 

1.823 

0.000 



MIN, MAX 

0.000,9.761 

0.000,0.171 



5%, 95% 

0.043, 6216 

0.000.0.019 


BLQ Values Included 

1 

62 


Overall’ 

N 

50 

66 

0.4528 

MEAN, GEO MEAN 

2,409, N A 

0.009, NA 



SD,5E 

1.8649,0.2637 

0.0409,0.0050 



MEDIAN 

1-986 

0.000 



MIN. MAX 

0.000, 7.312 

0.000,0.312 



5%, 95% 

0.051.6.478 

0.000,0.065 



1 P-value from wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating tl>e descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234j for the averages across visits within a subject thus cllmlutlig all BLQ values for the overall statistics. 


Project Number: 12226-8450 Created on 18MAH02 at 08:53 Printed on Tuesday, March 26, 2002 at 9:24 AM 


Page 38 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/zhnj0001 



PM3003565263 



TABLE 14.1.1-2 

statistical comparison between smokers and non-smokers 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOTNT AND OVERALL 
(Page 39 of?) 


Biomarker. Total Nicotine (nmol/24hfl _____ 

Timenuint_ Statistic ___ Smokers ___ Non-Smokers 


Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

13340.100,10943.400 

31.361,28.707 



SD.SE 

8949.6800,3653.6900 

14.0233, 8.0963 



MEDL4N 

10205.000 

38.100 



MIN, MAX 

3497.128,25327.788 

15.240,40.742 



5%, 95% 

5497.130,25327.800 

15.240, 40742 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

00081 

MEAN, GEO MEAN 

12369.000,11224.600 

40,565,40.139 



SD,SE 

5727.7200,2338.3300 

6.8172, 3.Q4S7 



median 

11942,600 

36830 



MIN, MAX 

6300.791, 19866.660 

34925,51.376 



5%, 95% 

6300.790,19866.700 

34.925.51.376 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

93S3.02Q, 8059.170 

29.054, 27.748 



SD.SE 

4368.4500,2177.2400 

9,1357,3.4530 



MEDIAN 

9143.680 

26.213 



MIN, MAX 

2723.706. 14156770 

16.002,40.640 



5%, 95% 

2723,710,14156.800 

16.002,40.640 


BLQ Values Included 

0 

7 


Overall' 

N 

6 

7 

0.8303 


MEAN, GEO MEAN 

12229.600, 10705.600 

31.847,31.289 



SD.SE 

6469.9800,2641.3600 

6.2904.2.3775 



MEDIAN 

11297.300 

33.528 



MIN, MAX 

4876,530,19783.700 

22.860,39.298 



5%, 95% 

4876530,19783.700 

22.860,39.298 



" P-value from wilcoxon rank-sum lest. 

' Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e,g„ '<1.2.34' will be used as '1.23'lj for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


lliomarkei; Total Nicotine lugl24hrt 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 40 of?) 


Tiniepomt 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

2)63,760, 1775.030 

5.087, 4.656 



SD.SE 

1451.6400,592.6290 

2.2745,1.3132 



MEDIAN 

1655.260 

6. ISO 



MIN, MAX 

89 L 634, 4108.167 

2.472, 6608 



5%, 95% 

891.634,4108.170 

2.472, 6605 


BLQ Values Included 

O 

3 


Week 2 

N 

6 

5 

0.0031 

MEAN, GEO MEAN 

2006250,1820.620 

6.580, 6.511 



SD, SE 

929.0360,379.2770 

1.1057,0.4945 



MEDIAN 

1937.100 

5.974 



MIN, MAX 

1021.988, 3222.372 

5.665, 8.333 



5%, 95% 

1021.990,3222.370 

5.665.8.333 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

7 

0.0058 

mean, geo mean 

1521.930, 1307.200 

4.713, 4.501 



SD, SE 

789.6630,353.1480 

1.4816,0.5600 



MEDIAN 

1483.110 

4.252 



MIN. MAX 

441.'785, 2296228 

2.596,6.592 



5%. 95% 

441.785,2296.230 

2.596,6.592 


BLQ Values Included 

0 

7 


Overall" 

N 

6 

7 

0.S303 

MEAN, GEO MEAN 

1983.640,1736.450 

5.166,5.075 



SD, SE 

1049.4300, 428.4280 

1.0202,0.3856 



MEDIAN 

1832.430 

5.439 



MIN, MAX 

790.974,3208.920 

3.708,6.374 



5%, 95% 

790.974,3208.920 

3.708,6.374 



* P-value from wilcoxonrauk-sum test. 

* Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g.,'<1.234' will be used as '1.234') forthe overages across writs within a subject thus eliminarig oil BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 41 of 7) 


Bioioarfccr Free Nicotine (nmo724hf) 


Tiraepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 1 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

9618.830,7479.920 

7.072, & 609 



SD.SE 

7409.9900,3025.1100 

3.0623,1.7680 



MEDIAN 

6290.340 

6.936 



MIN, MAX 

3259.536, 19595.897 

4080, 10.200 



540,95% 

3259.540, 19595.900 

4.05ft 10.200 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

H20&240,7076.090 

7.548, 6.393 



SD,SE 

4490.9800,1833.4400 

5.6738, 4.0120 



MEDIAN 

8354S80 

7.548 



MIN, MAX 

3484.431,13388.466 

3.536,11560 



5%, 95% 

3484.430.13388.500 

3536,11560 


BLQ Values Included 

0 

2 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

6005.220,52S0.690 

7,076,6.689 



SD,SE 

2926.7700,1308.8900 

2.7799, 1.3899 



MEDIAN 

7103.310 

6569 



MIN, MAX 

2126.580,8844.885 

4284 10.880 



5%, 95% 

2126580,8844.890 

4.284,10.8S0 


BLQ Values Included 

0 

4 


Overall* 

N 

6 

6 

1.0000 

MEAN. GEO MEAN 

8471.510,7224.180 

8.359,7.845 



SD.SE 

5060.2400,2065.8400 

2.9810,1.2170 



MEDIAN 

7066.450 

8.609 



MIN, MAX 

3555.830, 15498.700 

3.967, 11.560 



5%. 95% 

3555.830,15498.700 

3.967,11.560 



* P-value Train wilevaon rarit-sum test. 

* Overall values calculated by fits! averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of Bl.Q values does not apply as the BLQ values were converted to the upper limilofthe 
BLQ (e.g., '<1.234' will he used as '1.234') for the averages across visits within a subject thus eliroinatig all BLQ values for the overall statistics. 
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i* i... 

I r 0 


ivt- »*- 4 !£ \ *■ 


Biomarkcc: Free Nicotine (utf24hr) 
Timepoint Statistic 


Statistic 

Smokers 

N 

('6 1 

MEAN, GEO MEAN 

1560.170(1213.240 

SD, SE 

1201.9000,490.6730 

MEDIAN 

1020.290 

MIN, MAX 

528,697, 3227.114 

5%, 95% 

528.697,3227.110 

BLQ Values Included 

0 

N 

6 

MEAN, GEO MEAN 

1331380, 1147.740 

SD, SE 

7284370,2973830 

MEDIAN 

1355.160 

MIN, MAX 

565.175,2171.609 

5%, 95% 

565.175,2171.610 

BLQ Values Included 

0 

N 

5 

MEAN, GEO MEAN 

974.047, 856328 

SD, SE 

474.7230,212.3020 

MEDIAN 

1152.160 

MIN, MAX 

344.931, 1434.640 

5%, 95% 

344.931,1434.640 

BLQ Values Included 

0 

N 

6 

MEAN, GEO MEAN 

1374.080, 1171.760 

SD, SE 

820.7720.335.0790 

MEDIAN 

1146.180 

MIN, MAX 

576.756,2513.890 

5%, 95% 

576.756,2513.890 


TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 42 of?) 


Non-Smokets 


3 i 

1.147,1.072 
0.4964,02866 
1.125 

0662, 1.654 
0.662,1.654 
3 


1.225,1.037 
0,9199,0.6505 
1.225 

0.574, 1.875 
0574,1.875 
2 

4 

1.148, 1.083 
0.4509,0.2255 
1.066 

0.695, 1.7S5 
0.695,1.765 
4 


1.356,1.273 
0.4S33,0.1973 
1296 

0.644,1.875 
0.644,1.875 


AVWf’l bo u — 
-Qa ! 



" P-value from wilcoxcm rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e,g., '<1,234* mil be used as '1,23 4 1 ) for the averages across visits within a subject thus elitninatig all BLQ values for the overall statistics. 


Proi«ct Number: 12226-8450 Created on 18MAR02 at 06:53 Printsd on Tuesday, March 26, 2002 at 9:24 AH Pag® 42 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/zhnj0001 



PM3003565267 


TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 43 of?) 


Bioinaikcc Total Coliiune (iunol/ > 241ir) _____________________ 

Timepoirt_ Statistic ___^___ Smokers ___ Non-Smokers _____ P-value" 


Week i 

N 

6 

6 

0.0051 


MEAN, GEO MEAN 

21538.800, 17732.700 

22.473, 20.850 



SD.SE 

11226.9000,4583.3600 

9.6010,3.9196 



MEDIAN 

21849.000 

19.360 



MIN, MAX 

3897.624,34631.742 

13.200, 35.2B8 



5%, 95% 

3897.620, 34631.700 

" 13.200,35.288 



BLQ Values Included 

0 

6 


Week 2 

N 

6 

7 

0.0034 


MEAN, GEO MEAN 

21942.800,19820.900 

25.654, 23.904 



SD,SE 

8654.6000, 3533.2300 

9.4756, 3.5815 



MEDIAN 

25091.500 

30.250 



MIN, MAX 

6895.195,28995.975 

11.440,37.400 



5%, 95% 

6895.200,28996.000 

11.440,37.400 



BLQ Values Included 

0 

7 


Week 3 

N 

5 

7 

0.0058 


MEAN, GEO MEAN 

18359.900, 13658.400 

22.446,21.506 



SD.SE 

11454,7000,5122.7000 

7.1197,2.6910 



MEDIAN 

20410500 

20.680 



MIN, MAX 

2437.770.31425.320 

13.860,32.010 



5%, 95% 

2437.770,31425.300 

13.860,31010 



BLQ V allies Included 

0 

7 


Overall* 

N 

6 

8 

0.8983 


MEAN, GEO MEAN 

20878.300,17708.700 

9961.1900.4066.6400 

23.599,22.442 



SD.SE 

7.6547.2.7064 



MEDIAN 

22902.100 

23.467 



MIN, MAX 

4410.200, 31587,800 

12833, 33.457 



5%, 95% 

4410.200, 31587.800 

12,833,33,457 



■ P-value from wilcoxon rank-sunt test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the. upper limit of the 
BLQ (e.g.,'-t 1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 44 of?) 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value 0 

Week 1 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

3795.140,3124.500 

3.960,3.674 



SD,SE 

1978.1800, 807.5880 

1.6917, 0.6906 



MEDIAN 

3849.890 

3,412 



MIN, MAX 

680.761,6102.113 

2.326,6.218 



5%, 95% 

686.761,6102.110 

2.326, 6.218 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

3866.320,3492.440 

4.52U, 4.212 



SD,SE 

1524.9400,622.5540 

1.6696,0.6310 



MEDIAN 

4421.120 

5,330 



MIN, MAX 

1214.933,5109.091 

7.016, 6.59(1 



5%, 95% 

1214.930,5109.090 

2.016,6,590 


BLQ Values Included 

0 

7 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

3235.010, 2406.610 

3.955, 3789 



SD.SE 

2018.3200,902.6200 

1.2545,0.4742 



median 

3596.320 

3.644 



MIN, MAX 

429.535,5537.141 

2.442,5.640 



5%, 95% 

429.535,5537.140 

2.442,5.640 


BLQ Values Included 

0 

7 


Overall' 

N 

6 

8 

0.8983 

MEAN, GEO MEAN 

3678.750, 3120.270 

4.158,3.954 



SD.SE 

1755.1600,716.5410 

1.3489.0.4769 



MEDIAN 

4035.340 

4.135 



MIN, MAX 

777.076,5565.770 

2.261,5.895 



5%, 95% 

777.076,5565.770 

2.261,5.895 



‘ p-value from wilcoaon rank-sum rear. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply ns the BLQ values were converted to the upper limit of the 
BLQfe.g., '<1.234' will be used as '1.234') for tlv> averages across visits within a subject thus eliminarig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 45 of?) 


Bioiraukcr: Free Cotininc fnma1/24hr) 


Timepoint 

Statistic 

Smoke re 

Non-Smokers 

P-value* 

Week 1 

N 

5 

7 

0.0034 

MEAN, GEO MEAN 

8116.240,7377.370 

9.819,7.923 



SD, SE 

3337.3900,136Z4800 

8,2449,3.1163 



MEDIAN 

9239.020 

7.062 



MIN, MAX 

3100.528, 11659.550 

3.720,27.797 



5%, 95% 

3100530, 11659.600 

3.720, 27.797 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

8657.220,8169.360 

7.179,6.747 



SD, SE 

3203.9800, 1308.0200 

2.4766,0.8756 



MEDIAN 

8162.920 

7.673 



MIN, MAX 

4574775,13936.670 

3.224.10.540 



5%, 95% 

4574.780.13936.700 

3,224, 10540 


BLQ Values Included 

0 

8 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

7331.940,6175.170 

6.454,6.143 



SD, SE 

4110.3900, 1838.2200 

2.2246,0.8408 



MEDIAN 

7564.870 

5.828 



MIN. MAX 

2098.704,12059.465 

3.906,9.920 



5%, 95% 

2098.700,12059.500 

3.906,9.920 


BLQ Values Included 

0 

7 


Overall’ 

N 

6 

8 

1.0000 

MEAN. GEO MEAN 

8075.000,7437.280 

7.852,7.377 



SD, SE 

3105.3600,1267,7600 

2.8719,1.0154 



MEDIAN 

9222.000 

7.854 



MIN, MAX 

3258.000, 10736.400 

3.617, 13.134 



5%, 95% 

3258.000, 10736.400 

3.617,13.134 



• P-value from wilwauii rank-sura test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects Count of BLQ values does not apply ss the BLQ values were converted to die upper limit of the 
BLQ (e.g., '<1.234’ will be used as '1.234 1 ) forthe averages across visits withiu a subject thus eliminatlg all BLQ values for the overall statistics. 
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TABLE 14.1,1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 46 of?) 


Biomadtcn Free Cotimne (ug/24hr) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

1430.080, 1299.890 

1.730,1.396 



SD, SE 

588.0490, 240.0700 

1.4529, 0.5492 



MEDIAN 

1627.920 

1.244 



MIN, MAX 

546.313,2054,413 

0.<555» 4.898 



5%, 95% 

546.313,2054.410 

0.655, 4.898 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

1525.400, 1439.440 

1.265, 1.189 



SD, SE 

564.5420.230.4730 

0.4362,0.1542 



MEDIAN 

1438.310 

1.352 



MIN, MAX 

806.075,2455.641 

0.568,1.857 



5%, 95% 

806,075.2455.640 

0.568.1.857 


BLQ Values Iuclu ied 

0 

8 


Week 3 

N 

5 

7 

0.0058 

MEAN. GEO MEAN 

1291.890, 1088.070 

1,137,1.082 



sd, sn 

724.2500,323.8950 

0.3920, 0.1482 



MEDIAN 

1332.930 

1.027 



MIN, MAX 

369.792,2124.878 

0,688,1.748 



5%, 95% 

369.792,2124.880 

0.688, 1.748 


BLQ Values Included 

0 

7 


Overall* 

N 

6 

8 

1.0000 

MEAN, CEO MEAN 

1422.S20, 1310.450 

1.383, 1.300 



SD, SE 

547.1660.223.3790 

05060,0.1789 



MEDIAN 

1624.920 

1,384 



MIN, MAX 

574.060, 1891.760 

0.637,2.314 



5%, 95% 

574.060, 1891,760 

0.637,2.314 



* P-valuc fiviii wilcoxon rank-sum lest. 

* Overall values calculated by first averaging tlve results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted tn the upper limit of the 
BLQ (e.g., , <J.234 1 will be used as T 1.234 1 ) forth?, averages across visits within a subject thus elirainaiig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-IIOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 47 of ?) 


DiomarKcx; loiai 6 
Tlmepoint 

Statistic 

Smokers 

Non-Smokers 

P-valne* 

Week 1 

N 

6 

5 

0.0081 


MEAN, GEO MEAN 

33202.000,29446.300 

54.413,41.136 



SD,SE 

16444.0000,6713.2200 

46.9354,20.9901 



MEDIAN 

32778.000 

39.779 



MIN, MAX 

11447.120,59281.220 

14,880, 132.925 



5%, 95% 

11447,100,59281.200 

14.880,13X925 



BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

O.OOSL 


MEAN, GEO MEAN 

34757.100, 29644.700 

35.146,29.986 



SD, SE 

23109.7000,9434.5000 

22.0405, 9.8569 



MEDIAN 

28940.000 

3S.6SO 



MIN. MAX 

136S5.048,78161.850 

12.896,70.392 



5%, 05% 

13685.000, 78161.900 

1X896,70.392 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

5 

0.0122 


MEAN, GEO MEAN 

25853.900,18736.600 

27.836, 25364 



SD, SE 

24683.3000, 11038.7000 

9.8852,4.4208 



MEDIAN 

16042.200 

25.594 



MIN. MAX 

5906.262,68488.280 

15.624,39.680 



5%, 95% 

5906.260, 68488.300 

15.624,39-680 


BLQ Values Included 

0 

5 


Overall' 

N 

6 

6 

0.68S9 

MEAN, GEO MEAN 

32057.000,27264.900 

49.377,38.249 



SD, SE 

20295.1000, 8285.4600 

42.9212.17.5225 



MEDIAN 

25716.000 

37.165 



MIN, MAX 

10346.100,68643.800 

14.467,132.925 



5%, 95% 

10346.100, 68643.800 

14,467,132,925 



■ P-valuc from wilcokon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted rothe upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.274') for (he averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 48 of?) 



Week 1 

N 

6 

5 

0.0081 


MEAN, GEO MEAN 

6381.420, 5659.580 

10.458, 7.907 



SD.SE 

3160.5300, 1290.2800 

9,0208, 4.0342 



MEDIAN 

6299.940 

7.646 



MIN, MAX 

2200.136,11393.850 

2.860,25.548 



5%, 95% 

2200.140, 11393.900 

2.86ft 25.548 



BLQ V ahies Included 

0 

3 


Week 2 

N 

6 

5 

0.0081 


MEAN, GEO MEAN 

6680.320,5697,710 

6:755,3.764 



SD,SE 

4441.6900,1813.3100 

4,2360, 1.8944 



MEDIAN 

5562.270 

6.852 



MTN, MAX 

2630.266,15022.708 

2.479, 13629 



5%, 95% 

2630.270,15022.700 

2.479,13.529 



BLQ Values Included 

0 

4 


Week 3 

N 

5 

5 

0.0122 


MEAN, GBOMEAN 

4969.130,3601.180 

5650,5.067 



SD.SE 

4744.1200,2121.6400 

1.8999,0.8496 



MEDIAN 

3083.320 

4.919 



MIN, MAX 

1135.184.13163.447 

3.003,7.626 



5% 95% 

1135.180, 13163.400 

3.003,7.626 



BLQ Values Included 

0 

5 



Overall" N 

6 

6 

0.68S9 

MEAN, GEO MEAN 

6161.340,5240.300 

9.490,7.352 


SD.SE 

3900.7100, 1592.4600 

8,2493,3.3678 


MEDIAN 

4942.610 

7.144 


MM, MAX 

1988630, 13193.300 

2.781, 25.548 


5%, 95% 

1988530,13193.300 

2.781,25548 



1 P-vaiue from wilcoxon rank-sum lesl. 

* Overall values calculated by first averaging (be results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ values were converted to tire upper limit of the 
BLQ (e.g., '<1.284' will be used as ’1.234) for the averages across visits within a subject thus elimmatigsll BLQ values for the overall statistics. 
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TABLE 14.1.[-2. 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 49 of?) 

Biotnaiker: Free 3-l)ydroxycotinine (nmoV24hr) _________________ 

Timepoint_ Statistic _ Smokers _ Non-Smokers _ P-ualue* 


Week 1 

N 

6 

8 

0,0024 


MEAN, GEO MEAN 

27286.800,24423.200 

27.743,20.815 



SD.SE 

13018.2000,5314.6700 

19.8790,7.0283 



MEDIAN 

26551.000 

23.760 



MIN, MAX 

9903.928, 47408.910 

5.B80,56.550 



5%, 95% 

9903.930,47408.900 

S.8S0,56.550 



BLQ Values Included 

0 

0 


Week 2 

N 

6 

7 

0.0034 


MEAN, GEO MEAN 

28780.800,23570.900 

26.811,22.854 



SD.SE 

20864.7000, 8517.9700 

15.6177,5.9029 



MEDIAN 

24714.300 

23.120 



MIN, MAX 

9062.489, 67799.170 

10.712, 47.850 



5%, 95% 

9062.490. 67799.200 

10.712,47.850 



BLQ V allies Included 

0 

0 


Week 3 

N 

5 

5 

0.0122 


MEAN, GEO MEAN 

20684,400,I53S0.900 

22.055, 19.578 



SD,SE 

17932.5000, 8019.6800 

11.5204,5.1521 



MEDIAN 

13910,500 

18.228 



MIN, MAX 

5533462,51582.300 

9.450,36.375 



5%, 95% 

5533.660,51582.300 

9.450,36.375 



BLQ Values Included 

0 

0 


Overall* 

N 

6 

8 

0.8983 


MEAN, GEO MEAN 

26279.500,22293.300 

23.547,19.730 



SO, SE 

16487.3000. 6730.9100 

13.4248.4.7464 



MEDIAN 

21636.100 

24.725 



MIN, MAX 

8166.690,55596.800 

8.681,38.675 



5%, 95% 

8166.690,55596.800 

8481, 38.675 



* P-value from wilcuson rank-sum test 

* Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply ns the BLQ values were converted to the upper limit of the 
Bl.Q (eg. V 1.214* will be used as '] .214) for the averages across visits within a subject thus eliminatig all Bl 0 values for the overall statistics. 
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TABLE 14.1,1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOTNT AND OVERALL 
(Page 50 of?) 


Biomarkcr. Free 3-hydroxycotininc (uiV24hr) 


Timepoiut 

Statistic 

Smokers 

Nan-Smokers 

P-value" 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

5244520,4694.150 

5.332,4.000 



SD.SE 

2502.1100,1021.4800 

3,8207,1.3508 



MEDIAN 

5103.110 

*567 



MIN, MAX 

1903.535,9111.993 

1.130, 10.869 



5%, 95 % 

1903.540,9111.990 

1.130, 10.869 


BLQ Values Included 

0 

0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

5531.660,4530.330 

5.153,4,393 



SD, SE 

4010.1900, 1637.1500 

3.0018, 1.1346 



MEDIAN 

4750.100 

4.444 



MIN. MAX 

1741.810, 13031.000 

2.059,9.197 



5%, 95% 

1741.810.13031.000 

2.059,9.197 


BLQ Values Included 

0 

0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

3975.540, 305Z300 

4.239, 3.763 



SD, SE 

3446.6400, 1541,3800 

2.2143,0.9903 



MEDIAN 

2673.600 

3.503 



MIN. MAX 

1063.570,9914.118 

1.816, 6.991 



5%, 95% 

1063.570,9914,120 

1.816,6.991 


BLQ Values Included 

0 

0 


Overall* 

N 

6 

8 

0.8983 

MEAN, GEO MEAN 

5050.920,4284.770 

4.526, 3.792 



SD. SE 

3168.8600, 1293.6800 

2.5804,0.9123 



MEDIAN 

4I5S.460 

4.752 



MIN, MAX 

1569.640, 10685.700 

1.668,7.433 



5%, 95% 

1569.640, 10685.700 

1.668, 7.433 



’ P-value from wilcoxon raui-sum lest. 

* Overall values calculated by first averaging tte results across visits within a subject, then calculating the descriptive statistics across subjects. Count of !U Q values does not apply as the BLQ values tvere converted to the upper limit of die 
RLQ (e.g., '<1.234'will be. used ns '1.2340 for the averages across visits within a subject thus elitninalig all BLQ values for the overall statistics. 
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TABUS 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 51 of?) 


Biomarker Total Nicotine (nmoi/iHE Creatin') 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value tt 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

9.381,7.928 

0.024,0,022 



SD, SB 

5.4803,2.2373 

0.0129,0.0074 



MEDIAN 

8,947 

0.019 



Mm, MAX 

2.896,17,795 

0.015,0,039 



5%, 95% 

2.S96,17,795 

0.015, 0.039 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

9.755,8.845 

0.031,0.029 



SD, SE 

4.6862,1.9131 

0.0118,0.0033 



MEDIAN 

9.474 

0.027 



MIN, MAX 

4.131,17.906 

0.016,0.044 



5%, 95 % 

4.131, 17.906 

0,016,0.044 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

7 

0.0057 

MEAN, GEO MEAN 

8.488, 7.874 

0.021,0.020 



SD, SE 

3.6972,1,6534 

0.0064,0,0024 



MEDIAN 

6.628 

0.07.4 



Mm, MAX 

4.861, 13.377 

0.013,0.029 



5%. 95% 

4.861, 13.377 

0.013,0.029 


BLQ Values Included 

0 

7 


Overall' 

N 

6 

7 

0.7210 

MEAN, GEO MEAN 

9,367, 8.525 

0.025,0.024 



SD, SE 

42474,1.7340 

0.0072,0.0027 



MEDIAN 

9,697 

0,025 



Mm, MAX 

4.390,15.711 

0.015,0.034 



5%, 95% 

4.390,15.711 

0.015,0.034 



’ P-vahie from wi leoxon rank-sum test. 

' Overall values calculated by Erst averaging the results across visits within a subject, then calculating the descriptive stalistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<1.234' will be used as 1 1.2349 for the averages across visits within a subject thus eliminaig ail BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TJMEPOINT AND OVERALL 
(Page 52 of?) 


tsiunimcn lotaiiN 
Tiraepoint 

iconue (iis'nie t_ie-anmnj 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

1.522, 1.286 

0.004,0.003 



SD.SE 

0.8887,0.3628 

0.0021,0.0012 



MEDIAN 

1.451 

0.003 



MIN, MAX 

0.470, 2.836 

0.002,0.006 



5%, 95% 

0.470,2.886 

0.002, 0.006 


BLQ Values Included. 

0 

3 


Week 2 

N 

6 

5 

0.0078 

MEAN, GEO MEAN 

1.582,1.434 

0.005,0.005 



SD,SE 

0.7601,0.3103 

0.0019,0.0008 



MEDIAN 

1.537 

0.004 



MIN, MAX 

0.670,2.904 

0.003,0.007 



5%, 95% 

0.670,2.904 

0.003.0.007 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

7 

0.0053 

MEAN, GEO MEAN 

L377, 1.277 

0003, 0.003 



SD.SE 

0.5999, 0.2683 

0,0011,0.0004 



MEDIAN 

1.075 

0.004 



MIN, MAX 

0.788.2,170 

0.002,0.005 



5%, 95% 

0.788,2.170 

0.002,0.005 


BLQ Values Included 

0 

7 


Overall* 

N 

6 

7 

0.6151 

MEAN, GEO MEAN 

1.519, 1.383 

0.004, 0.004 



SD.SE 

0.6888,0.2812 

0.0013,0.0005 



MEDIAN 

1573 

0004 



MIN, MAX 

0.712,2.548 

0.002,0.006 



5%, 95% 

0.712,2.548 

0.002, 0.005 



' P-value from wilcoson rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ(e.g_, '<1.234' will be used as '1.234? for the averages across visits within a subject thus eliminallg all RI.Q valors for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TJMEPOINT AND OVERALL 
(Page S3 of 1) 


Bioraarken Free Nicotine (nmol/mg Creatini 

Tiniepoitii 

Statistic 

Smokers 

Non-Smokers 

P-valua* 

Week 1 

N 

6 

3 

00275 

MEAN, GEO MEAN 

6.631,5,419 

0.005,0.005 



SD, SE 

4,3231,1.7649 

0.0006,0.0003 



MEDIAN 

5.003 

0.005 



MIN, MAX 

1,717,12.677 

0.004,0.005 



5%, 95% 

1.717,12.677 

0.004, 0.005 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

6.414,5.576 

0.008,0.006 



SD, SE 

3.4787,1.4202 

0.0064, U.0045 



MEDIAN 

6.483 

o.oos 



MIN, MAX 

2.159,12.067 

0.003,0.012 



5%, 95% 

2.159,12.067 

0.003,0.012 


BLQ Values Included 

0 

2 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

5.449,5.159 

0.006,0.005 



SD, SE 

2.0593,0.9210 

0.0024,0.0012 



MEDIAN 

4.773 

0,006 



MIN, MAX 

3.605,8.447 

0003, 0.008 



5%, 95% 

3.605,8.447 

0.003,0.008 


BLQ Values Included 

0 

4 


Overall' 

N 

6 

6 

0,9361 

MEAN, GEO MEAN 

6.376,5.742 

0.006,0,006 



SD, SE 

3.0639, 1.2508 

00032, 0.0013 



MEDIAN 

5.903 

0.005 



MIN, MAX 

2.883,10.457 

0.004,0.012 



5%, 95% 

2.883,10.457 

0.004, 0012 



■ P-value from wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, tlteu calculating the descriptive statistics across subjects. Count of ELQ values does ntx apply as the BLQ values were converted to the upper limit oi the 
BLQ (c.g., '<1.234' will be used as '1.234 1 ) for the overages cctos3 visits within a subject thus eliminatig all BLQ values forthe overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 54 Of?) 


Biomarken Free Nicotine: (ug/mg Creatinin) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valne“ 

Week 1 

N 

6 

3 

0,0256 

MEAN, GEO MEAN 

1.076,0.879 

0.001,0.001 



SD, SE 

0.7014,0.2863 

0.0000,0.0000 



MEDIAN 

0.812 

0.001 



MIN, MAX 

0.278,2.056 

0.001,0.001 



5%, 95% 

0.278,2.056 

0.001,0.001 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

1.040,0.904 

0.001, NA 



SD, SE 

0.5642,0.2303 

0.0014,0.0010 



MEDIAN 

1.052 

0.001 



MIN, MAX 

0.350,1.957 

0.000, 0,002 



5%. 95% 

0.350, 1.957 

0.000,0.002 


BLQ Values Included 

0 

2 


Week 3 

N 

5 

4 

0.0179 

MEAN, GEO MEAN 

0.884, 0837 

0001, NA 



SD, SE 

0.3339, 0.1493 

0.0005,0.0003 



MEDIAN 

0.774 

0.001 



MIN, MAX 

0.585, 1.370 

0.000,0.001 



5%, 95% 

Q.5S5,1.370 

0.000,0.001 


BLQ Values Included 

0 

4 


Overall* 

N 

fi 

6 

0.7444 

MEAN, GEO MEAN 

1.034,0.931 

0.001, NA 



SD, SE 

0.4971,0.2029 

0.0006,0,0003 



MEDIAN 

0.958 

0.001 



MIN, MAX 

0.467,1.696 

0.000,0.002 



5%, 95% 

0.467, 1.696 

0.IXXJ, 0.002 



* P-value from wilcoxon tank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1-234’ will be used as 1 1-234*) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


Biomarker. Total Cotinine (ntnoVme Crcaiin) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 55 Of?) 



Timepoint 

Statistic 

Smokers 

Non-Smokers 


P-value* 

Week 1 

N 

6 

6 


0.0050 

MEAN, GEO MEAN 

15.933,12.847 

0.016,0.014 




SD.SE 

9.1696,3.7435 

0.0098,0.0040 




MEDIAN 

17.813 

0.015 




MIN, MAX 

3.209,24.408 

0.006,0.034 




5%, 95% 

3.209,24.408 

0.006, 0.034 



BLQ Values Included 

0 

6 



Week 2 

N 

6 

7 


0.0034 

MEAN, geo mean 

17.374, 15.619 

0.018,0.016 




SD.SE 

8.1799, 3.3394 

0.0107,0.0041 




MEDIAN 

16.762 

0.014 




MIN, MAX 

7.201, 27.449 

0007, 0.038 




5%, 95% 

7.201,27.449 

0.007,0.038 



BLQ Values Included 

0 

7 



Weeks 

N 

5 

7 


00056 

MEAN, GEO MEAN 

16.373,13.344 

0.018, 0.017 




SD.SB 

9.6689,4.3241 

0.0051,0.0019 




MEDIAN 

19.648 

0.021 




MIN. MAX 

4.351.25.375 

0.011,0.023 




5%, 95% 

4.351,25.375 

0,011,0.023 



BLQ Values Included 

0 

7 



Overall" 

N 

6 

8 


05224 

MEAN, CEO MEAN 

16.432.14.120 

0.019,0018 




SD.SE 

8.4653, 3.4559 

0.0077, 0.0027 




MEDIAN 

17.962 

0.018 




MIN, MAX 

4.920,25.193 

0.009,0.030 




5 %, 95% 

4.920,25.193 

0.009, 0.030 




* P-value from wHcwon rant-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., 1 <1.234 1 will be used as ' 1.234*) for the averages across visits within a subject thus elimitiatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 56 Of 7) 


Diomarkcr Total Cotininc (ugOng Creotinin) 


Timepoint 

Statistic 

Smokers 

Non-SnioVe.rs 

P-value R 

Week 1 

N 

6 

6 

0.0049 

MEAN, GEO MEAN 

2.807,2.263 

0.003,0.002 



SD.SE 

1,6159,0.6597 

0.0017,0.0007 



MEDIAN 

3.139 

0.003 



MIN, MAX 

&565, 4.301 

0001, 0.006 



5 %, 95 % 

0.565, 4.301 

0.001,0.006 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

3.061,2.752 

0.003,0.003 



SD,SE 

1.4415,0.5885 

0.0020,0.0003 



MEDIAN 

2.954 

0.002 



MIN, MAX 

1.269,4.837 

0.001,0.007 



575,95% 

1.269,4.837 

0.001,0,007 


BLQ Values Included 

0 

7 


Week 3 

N 

5 

7 

0.0046 

MEAN, GEO MEAN 

2.885, 2352 

0.003,0003 



SD,SE 

1.7035,0.7618 

0.0011,0.0004 



MEDIAN 

3.462 

0.004 



MIN, MAX 

0.767,4.471 

0.002, 0.004 



5%, 95% 

0.767,4.471 

0.002,0.004 


BLQ Values Included 

0 

7 


Overall’ 

N 

6 

8 

0.4433 

MEAN, GEO MEAN 

2.896,2488 

0.003,0.003 



SD, SF, 

1.4915,0.6089 

0.0017,0.0006 



MEDIAN 

3165 

0.003 



MIN, MAX 

0.867,4.439 

0.001,0.006 



5%, 95% 

0.867,4.439 

0.001,0.006 



* P-vuluc from wElcoxun rank-sum teat. 

" Overall values calculated by First averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the. 
BT.Q (e.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus elimtnalig all BLQ values forthe overall statistics. 
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TABLE 14 1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 57 of?) 


Biomarker: Free Cotinine (nmol/me Creatm) 

Timepoint 

Statistic 

Smokers 

Nan-Smokers 

P-value* 

Week 1 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

6.206,5.345 

0.006,0.006 



SD,SE 

3.4820, 1.4215 

0.0034,0.0013 



MEDIAN 

6.151 

0.005 



MIN, MAX 

2.553, 11.433 

0.003,0.012 



5 %, 95 % 

2,553, 11.433 

0.003,0.012 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

7.082,6.437 

0.005,0.005 



SD,SE 

3.7617,1.5357 

0.0028,0.0010 



MEDIAN 

5.586 

0.005 



MIN, MAX 

4231, 14.182 

0.002,0.011 



5%, 95% 

4.231, 14.182 

0.002,0.011 


BLQ Values Included 

0 

8 


Week 3 

N 

5 

7 

0.0049 

MEAN, GEO MEAN 

6.752,6.033 

0.005,0.005 



SD.SE 

3.2634,1.4594 

0.0014,0.0005 



MEDIAN 

7.282 

0.006 



MIN, MAX 

3.016.9.978 

0.003, 0.007 



5%, 959b 

3.016,9.978 

0.003,0.007 


BLQ Values Included 

0 

7 


Overall' 

N 

6 

8 

0.7012 

MEAN, GEO MEAN 

6.575,5.962 

0.006 0.006 



SD, SE 

3.0766. 1.2560 

0.0018. 0.0006 



MEDIAN 

6547 

0.005 



MIN, MAX 

3.296 10.966 

0.004,0.009 



5%, 95% 

3.296, 10.966 

0.004,0.009 



" P-value from wilcoxon rank-stun test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g., '<1,234* will be used as ’1.234*) for the averages across visits within a subject thus elimirtatig all Bl-Qvalues for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 58 of 7) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

?-value 3 


Week 1 

N 

6 

7 

0.0026 


MEAN, GEO MEAN 

1.093,0.942 

0.001,0.001 




SD, SE 

0.6133,0.2504 

0.0005,0.0002 




MEDIAN 

1.084 

0.001 




MIN, MAX 

0.450,2.014 

0.001,0.002 




5%, 95% 

0.450,2.014 

0.001,0,002 



BLQ Values Included 

0 

6 



Week 2 

N 

6 

8 

0.0016 


MEAN, GEO MEAN 

1.248,1.134 

0.001, NA 




SD, SE 

0.6628,0.2706 

0.0005, 0.0002 




MEDIAN 

0.9S4 

0.001 




MIN, MAX 

0.746,2.499 

0.000,0.002 




5%. 95% 

0.746, Z499 

0.000,0.002 



BLQ Values Included 

0 

8 



Week 3 

N 

5 

7 

0.0021 


MEAN, GEO MEAN 

1.190, 1.063 

0.001, 0.001 




SD,SE 

0.5751,0.2572 

0.0000,0.0000 




median 

1.283 

0,001 




MIN, MAX 

0531,1.758 

0.001,0.001 




5 % 95% 

053!, 1.758 

0.001,0.001 



BLQ Values Included 

0 

7 



Overall' 

N 

6 

8 

0,5947 


MEAN, GEO MEAN 

1.159,1.051 

0001,0-001 




SD. SE 

0.5419.0.2212 

0.0004,0.0001 




MEDIAN 

1.154 

0.001 




MIN, MAX 

0581,1.932 

0.001,0.002 




59b, 95% 

0581,1.932 

0.001,0.002 




H P-value from wilcoxon tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BI.Q values were converted to the upper limit of the 
BLQ(c.g.. '<1.234' will he used as '1.2341 for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.!. 1-2 

STATISTICALCOMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOTNT AND OVERALL 
(Page 59 of?) 


Biomarkcn Total 3-hydroxycotinine (nmol/in;; Cretilin) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

26.386,21.334 

0.040,0.032 



SD,SE 

21.9570,3.9639 

0.0326,0.0146 



MEDIAN 

20.188 

0.025 



MIN, MAX 

9.426,70.006 

0.019,0.096 



5%, 95% 

9.426,70.006 

0,019,0.096 


BLQ Vallies Included 

0 

3 


Week 2 

N 

6 

5 

0.0D75 

MEAN, GEO MEAN 

28.860,23.360 

0.021,0.020 



SD, SE 

25,1708,10.2759 

0.0073,0.0D32 



MEDIAN 

19,587 

0.026 



MIN, MAX 

14.293,79.538 

0.011,0.026 



5%, 95% 

14.293,79.538 

0.011,0.026 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

24.228, 1&306 

0.02 S, 0.020 



SD, SE 

23.6263,10.5660 

0.0070.0.0031 



MEDIAN 

15,321 

0.023 



MIN, MAX 

9.955,65.930 

0.012,0.028 



5%, 95% 

9.955,65.930 

0.012,0.028 


BLQ Values Included 

0 

5 


Overall* 

N 

6 

6 

0.6339 

MEAN, GEO MEAN 

26.496,21.465 

0.035.0,023 



SD, SE 

22.6461,9.2452 

0.0306, 0.0125 



MEDIAN 

18.599 

0.024 



MIN, MAX 

11.420,71.825 

0.014, 0.096 



5%, 95% 

11.420,71.825 

0.014,0.096 



1 P-value from wilcoxon rank-sum test 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BUJ values were convened to the upper limit of the 
BLQ (e.g, ’<1.234' will be used as T.2341 for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BTOMARKERS OF EXPOSURE BY TTMEPOINT AND OVERALL 
(Page 60 of?) 


Biomarket: Total 3-hydroxycotinmfl (ng/mg Cieatimn) 


Timepobit 

Statistic 

Smokers 

Non-Smnkp.rs 

P-value m 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

5.071,4.100 

0.008,0.006 



SD.SE 

4.2201,1.7228 

0.0059,0,0027 



MEDIAN 

3.8S0 

0,005 



MIN, MAX 

1.812,13.455 

0.004, 0.018 



5 %, 95 % 

1.812,13.455 

0.004,0.018 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

5.547,4.490 

0.004,0.004 



SD.SB 

4.8377, 1.9750 

0.0014,0,0006 



MEDIAN 

3.765 

0.005 



MIN, MAX 

2.747, 15.287 

0.002,0.005 



5%, 95% 

2.747,15.287 

0.002 0.005 


BLQ V alues Included 

0 

4 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

4.657, 3.518 

0.004, ft 004 



SD, SE 

4.5411,2.0309 

0.0013,0.0006 



MEDIAN 

2945 

0.004 



MIN, MAX 

1.913,12672 

0.002 0.005 



5%, 95% 

1.913,12.672 

0.0020.005 


BLQ Values Included 

0 

5 


Overall * 

N 

6 

6 

0.6889 

MEAN, GEO MEAN 

5.093,4.126 

0.007,0.005 



SD.SE 

43527. 1,7770 

0.0056,0.0023 



MEDIAN 

3.575 

0,005 



MIN, MAX 

2.195,13.805 

0.003,0.018 



5%, 95% 

2.195,13.805 

0.003,0.018 



“ P-valuc from wilcoxon rank-sum teat. 

* Overall values calculated by first averaging lie results across visits within a subject, then calculating the descriptive statistics across subjects. Count nf BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig ail BLQ values forthe overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 61 of7) 


Biomarkcr: Free 3-hydrosycoilninc (nmol/mg Crcatin) _____ _ _____________ - ___ _ _ 

Timepoitit _ Statistic _____ Smokers _ Nnn-Smokere _________ P-yaW* 


Week 1 

N 

6 


MEAN, GEO MEAN 

21.591,17.695 


SD,SE 

17.3519, 7.0839 


median 

16.395 


MIN, MAX 

8.155,55.986 


5%, 95% 

8.155, 55.986 


BI.Q Values Included 

0 

Week 2 

N 

6 


MEAN, GEO MEAN 

23.863,18.574 


SD, SB 

22.4716,9.1740 


MEDIAN 

15.847 


MIN, MAX 

9.465.68.993 


5%, 95% 

9.465,68.993 


BLQ Values Included 

0 

Week 3 

N 

5 


MBAN, GEO MEAN 

19.402, 15.516 


SD, SE 

17.0839,7.6401 


MEDIAN 

12.774 


MIN. MAX 

9.346,49.656 


5%, 95% 

9.346,49.656 


BLQ Values Included 

0 

Overall* 

N 

6 


MEAN, GEO MEAN 

21,660, 17.595 


SD, SF. 

18.2969,7.4697 


MEDIAN 

15.202 


MIN, MAX 

9.166,583212 


5%, 95% 

9.166,58212 


' P-value fram wilcosun rank-sum lest. 


8 0.0B24 

0.018,0.014 
0.0129,0.0046 
0.014 

0.005,0.041 

0.005,0.041 

0 

7 00034 
0.016,0.015 

0.0066,0.0025 

0.017 

0.008,0.024 
0.008, 0.024 
0 

5 0.0119 

0.018,0,015 
0.0108, 0.0048 
0.016 

0.008,0.032 
0.008,0.032 
0 

8 0.6093 
0.016, 0.013 

0.0094,0.0033 

0.014 

0.005,0.032 
0.005,0.032 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acrass subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g.,'<l.234' will be used as T.234 1 ) for the averages across visits within a subject thus eliminattg all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 


Bioinarken Free 3-hydroxycotmine {ug/mg Creaiinjn) 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 62 of?) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

6 

8 

0.0023 

MEAN, GEO MEAN 

4.150i 3.401 

0.003,0.003 



SD, SE 

3.3353,1,3616 

0.0025,0.0009 



MEDIAN 

3.151 

0.003 



MIN, MAX 

1,567,10.761 

0.001,0.008 



5%, 95% 

1.567, 10.761 

0.001. 0008 


BLQ Values Included 

0 

0 


Week 2 

N 

6 

7 

0.0032 

Mia AN, GEO MEAN 

4586, 3.570 

0.003, 0.003 



SD, SE 

4.31S9,1.7632 

0.0012,0.0005 



MEDIAN 

3.046 

0.003 



MIN, MAX 

LSI 9, 13.260 

0.002,0.005 



5%, 95 % 

I.S19,13260 

0002,0005 


BLQ Values Included 

0 

0 


Weeks 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

3.729,2.982 

0.004, 0.003 



SD, SE 

3.2837. 1.4685 

0.0018,0.0008 



MEDIAN 

2.455 

0.003 



MIN, MAX 

1.796,9.544 

0.002, 0,006 



5%, 95% 

1.796,9.544 

0.002, 0.006 


BLQ Values Included 

0 

0 


OvccalT 

N 

6 

8 

0.6093 

MEAN, GEO MEAN 

4.163, 3-382 

0.003,0.003 



SD. SE 

3.5166, 1.4356 

0.0016,0.0006 



MEDIAN 

2.922 

0.003 



MIN, MAX 

1.761, 1L188 

0.001, 0.006 



5%, 95% 

1.761, 11.188 

0.001,0.006 



1 F-value from wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acmss subjects. Count of BLQ values does not apply as the BLQ values were converted to tltc upper limit of the 
BLQ (e.g, '<1.234'will be used as T.2341 for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 63 of?) 


Bicmarkcn Nicotine Glunior.idc (nniol/L) ___ 

Timepoint _ Statistic _ Snmkets _ Non-Smokers _p.yalue 11 


Week 1 

N 

6 

2 

0.0651 


MEAN. GEO MEAN 

2601.8,1698.4 

9.3,9.3 



SD.SE 

2910.33,1188.14 

0.00, 0.00 



MEDIAN 

1692.2 

9.3 



MIN, MAX 

403.4, 8373.6 

9.3,9.3 



5%, 95 % 

403.4,8373.6 

9.3,9.3 



BLQ Values Included 

0 

2 


Week 2 

N 

6 

2 

0.0668 


MEAN, GEO MEAN 

2877.9,2365.5 

27.7,20.7 



SD.SE 

2171.62,886.56 

25.95, 18.35 



MEDIAN 

2040.6 

27.7 



MIN, MAX 

1145.6, 6965.8 

9.3,46.0 



5%, 95% 

1145.6,6965.8 

9,3, 46.0 



BLQ Values Included 

0 

2 


Week3 

N 

5 

4 

0.0151 


MEAN, GEO MEAN 

1850.7,1460.3 

9.3,9.3 



3D, SB 

1312.92,587.16 

0.00,0.00 



MEDIAN 

1299.6 

9.3 



MIN, MAX 

432.7, 3839.2 

9.3,9.3 



5%, 95% 

432.7,3839.2 

9.3,9.3 



BLQ Values Included 

0 

4 


Overall' 

N 

6 

6 

1.0000 


MEAN, GEO MEAN 

2495.4,1962.5 

11.3,10.7 



SD.SE 

2051.46,837.50 

4.98, 2.03 



MEDIAN 

1908.5 

9.3 



MIN, MAX 

797.4, 639Z9 

9.3.21.5 



5%, 95% 

797.4, 63929 

9.3,21.5 



‘ P-vatue from wilcoxon rank-sum test. . 

■ Overall values calculated by first averaging tlie tesults across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ(e.g., '<1.234'will be used as '1.234) for tlte averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY T1MEPOINT AND OVERALL 
(Page 64 of?) 


Biomarkcc Nicotine Gluruouido (nmo1/24hr) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valne 4 

Week 1 

N 

6 

2 

0.0668 

MEAN, CEO MEAN 

3721.250, 2858.730 

19.53ft 17.646 



SD, SE 

2425.2300,990.0960 

11.8370,8.3700 



MEDIAN 

3264.810 

19.530 



MW, MAX 

54S.624,7285.032 

11.160,27.900 



5%, 95% 

548.624, 7285.030 

11.160,27.900 


BLQ V alues Included 

0 

2 


Week 2 

N 

6 

2 

0.066S 

MEAN, GEO MEAN 

4160.740,3985.670 

39.73ft 38893 



SD, SE 

1399.0500,571.1660 

11.4693, 8.1100 



MEDIAN 

3587.760 

39.730 



MIN, MAX 

2816.360,6478.194 

31.620, 47.840 



5 %. 95% 

2816.360,6478.190 

31.620, 47.840 


BLQ Values Included 

0 

2 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

3377.800,2594.130 

19.353,18.296 



SD,5E 

2201.0600,984.3430 

7.6038, 3.8019 



MEDIAN 

3139.430 

17.968 



MIN, RAX 

597.126,5950.760 

11.718,29.760 



5 % 95 % 

597.126,5950.760 

11.718,29.760 


BLQ Values Included 

0 

4 


Overall’ 

N 

6 

6 

0.6889 

MEAN, GEO MEAN 

3758.070, 3321.290 

24.798,24160 



SD. SE 

1913.2300.781.0710 

5.9768,2.4400 



MEDIAN 

3384.820 

25.737 



MIN, MAX 

1320.700, 6571.330 

16.740, 31.620 



5%, 95% 

1320.700, 6571.330 

16.740,31.620 



* P-value from wiluoxon rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the. upper limit of the 
BI-Q (e.g., '<1.234' will be used as '1.2349 for the averages across visits within a subject thus eiiminalig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 65 of?) 


Biomarker: Nicotine Gluruonide (nmol/mg Creatin) _______________ 

Timepoiitt _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

6 


MEAN, GEO MEAN 

2.750,2.071 


SD.SE 

1.8455,0.7534 


MEDIAN 

2.837 


MIN, MAX 

0.452, S. 118 


5%, 95% 

0.452,5.118 


BLQ Values Included 

0 

Week 2 

N 

6 


MEAN, GEO MEAN 

3.341,3.141 


SD.SE 

1.3634,0.5566 


MEDIAN 

3.126 


MIN, MAX 

1.972, 5.839 


5 %, 95% 

1.972,5,839 


BLQ Values Included 

0 

Week 3 

N 

5 


MEAN, GEO MEAN 

3.039, 2.535 


SD,SE 

1.8280, 0.8175 


MEDIAN 

3.022 


MIN, MAX 

1,066,4.929 


5%, 95(6 

1.066,4.929 


BLQ Values Included 

0 

Overall' 

N 

6 


MEAN, GEO MEAN 

2.992, 2.662 


SD,SE 

1.5386,0,6281 


MEDIAN 

2800 


MIN, MAX 

1,486,5.254 


536,95% 

1.486,5.254 


" P-value from wilcoaon rank-sum teat. 


2 0.0668 

0.013,0.012 
0.0021,0.0015 
0.013 

0.011,0.014 

0.011,0.014 

2 

2 0.0668 

0.036,0.036 
0.0042,0.0030 
0.036 

0.033.0.039 
0.033,0,039 
2 

4 0.0200 

OOL5, 0.014 
0.0059,0.0029 
0.015 

0.009,0.021 

0.009,0.021 

4 

6 04704 

0.019,0.018 
0.0081,0.0033 
0020 

0.011,0.033 

0.011,0.033 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g„ '<1.234' will be used as '132343 for the averages across visits within a subjeetthus eliminatig all BLQ values farthe overall statistics. 
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Weekl 

N 

6 

5 

0.0081 


MEAN, GEO MEAN 

13422,600,9233.170 

17.266,16.074 



SD,SE 

8208.4800,3351.1000 

7.0648,3.1595 



MEDIAN 

12610.500 

16.116 



MIN, MAX 

797.096,24184.869 

9.480,25.343 



5%, 95% 

797.09 6 24184.900 

9.480,25.343 



BLQ Values Included 

0 

5 


Week 2 

N 

6 

7 

0.0034 


MEAN, GEO MEAN 

13285.500, 1U994.9U0 

18.424,17.167 



SD,se 

6499.2400,2653.3000 

6.8053.2.5722 



MEDIAN 

14471.800 

21.725 



MIN, MAX 

2320.420.19683.264 

8.216 26860 



5%. 95% 

2320.420.19683.300 

8.216,26.860 



BLQ Values Included 

0 

7 


Week 3 

N 

5 

6 

0.0081 


MEAN, geo mean 

11027.900,6237.610 

14.976,14,454 



SD.SE 

7390.1600,3304.9800 

4.5130.1.8424 



MEDIAN 

12845.600 

14.536 



MIN, MAX 

339.066 19365.855 

9.954,22.910 



5 %, 95% 

339.066,19365.900 

9.954,22.910 



BLQ Values Included 

0 

6 


Ovaall* 

N 

6 

8 

0.8983 


MEAN, GEO MEAN 

12803.200,9518.730 

17.115.16.315 



SD, SE 

7083.9900,2892.0300 

5.3727,1.8995 



MEDIAN 

13680.100 

16980 



MIN, MAX 

1152.190,21078.000 

9.217,24.028 



5%, 95% 

1152.190,21078.000 

9.217,24.028 



u P-value fium wilw*.on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a aubjecti then calculating the descriptive statistics across subjects. Count of ELQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., k 1.234* will be used as , l/234 l ) for the averages across visits within a subject thus elimlnatig all BLQ values for the overall statistics. 


Project Number; 12226-S450 Created on 16NAR02 at 0B:53 Printed on Tuesday, March 26, 2002 at 0:24 AM Page 66 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/zhnj0001 



PM3003565291 


TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOTNT AND OVERALL 
(Page 67 of?) 


Riomarkcr: Cotininc Gluruonide^nmol/ms Creating . . 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

9.727, 6689 

0.013,0.012 



SD,SE 

6,1408, 2,5070 

0.0070, 0.0031 



MEDIAN 

10.50-3 

0.012 



MIN, MAX 

0.656,16.992 

0.007,0.025 



5%, 95% 

0 656, 16.992 

0.007, 0.025 


BLQ Values Included 

0 

5 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

10.292, 8.664 

0.013,0011 



SD.SE 

5.4364,2.2194 

0.0079,0,0030 



MEDIAN 

11.178 

0.010 



MIN, MAX 

2.423. 17.741 

0.005, 0,028 



5%, 95% 

2.423,17.741 

0.005, 0,028 


BLQ Values Included 

0 

7 


Week 3 

N 

S 

6 

0.0078 

MEAN, GEO MEAN 

9.621, 6.094 

0.013,0,013 



SD.SE 

6.5461, 2.9275 

0.0037,0.0015 



median 

12.366 

0.015 



MIN, MAX 

0.605,15.637 

0.008,0.016 



5%, 95% 

0.605,15.637 

0.008,0.016 


BLQ Values Included 

0 

6 


Overall' 

N 

6 

S 

0.5229 

MEAN, GEO MEAN 

9.857,7.519 

ao 14,0.013 



SD.SE 

5.75S0,2.3507 

0.0055,0.0019 



MEDIAN 

11.042 

0.013 



MIN, MAX 

1,228,16.790 

0.007, 0.022 



5%, 95% 

1.228, 16.790 

0.007, 0,022 



" P-value from wilctnon rank-sum test. 

'Overall values calculated by Fist averaging the results across visits within a subject, then calculating tlie descriptive statistics across subjects. Cbunt of BLQ values does not apply as the ELQ values were converted to the upperlimit of the 
BLQ (e.g., '<rl .254' will be used ss ' 1.2340 far the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 68 of 7 ) 


uiomaiKcn uotintn 
Tune point 

c untrue ntac tnmoi/M 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Weeki 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

9217,7, 5435.6 

7.9,7.9 



SD, SE 

9594.01,3916.74 

0.00,0.09 



MEDIAN 

7145.9 

7.9 



MIN, MAX 

586.1,27798.7 

79 ,13 



5%, 95 % 

586.1,27798.7 

7.9,7.9 


BLQ Values Included 

0 

5 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

9311.5,6525.5 

7.9, 7.9 



SD, SE 

7584.50, 3096.36 

0.00, 0.00 



MEDIAN 

6886.9 

7.9 



MIN, MAX 

1282.0, 211648 

7.9. 7.9 



5 %, 95 % 

1282.0,21164.8 

7.9,79 


BLQ Values Included 

0 

7 


Week 3 

N 

5 

6 

0.0039 

mean, geo mean 

5950.2,3511.4 

7.9,7.9 



SD, SE 

4438.14,1984.80 

0.00,0.00 



MEDIAN 

5243.1 

7.9 



MIN, MAX 

245.7,12494.1 

7.9, 7.9 



5%, 95% 

245.7, 12494,1 

7.9, 7.9 


BLQ Values Included 

0 

6 


Overall’ 

N 

6 

8 

0.8875 

MEAN, GEO MEAN 

8503.8,5651.7 

7.9,79 



SD. SE 

7002.82.2858.89 

0.00,0.00 



MEDIAN 

6639.0 

7.9 



MIN, MAX 

704.6,20485.9 

7.9,7.9 



595,95% 

704.6, 20485.9 

7.9,7.9 



" P-valuc from wilcoxou rank-aum test 

’ Overall values calculated by Bret averaging the results across visits within a subject, then calculating tins descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., ’<1.234' will he used as ’1.234 1 ) for the averages across visits within a subject thus eliminan'g all BLQ values forthe overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL comparison between smokers .and non-smokers 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 69 of ?) 


Biomarkcr 3-liydroxycorinine glucuronide- (nnlol/L) 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value“ 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3229,3,2944.6 

18.1,17.2 



SD, SE 

1244.01,507.87 

7.71,5.45 



MEDIAN 

3834.0 

18.1 



MIN, MAX 

1134.7,4122.8 

12.6,23.5 



5%, 95% 

U34.7, 4122.B 

12.6,23.5 


BLQ Values Included 

0 

0 


Week 2 

N 

6 

1 

NA 

MEAN, GEO MEAN 

3761.5,3336.9 

14.3,14.3 



SD, SE 

2090,68, 853.52 

NA, NA 



MEDIAN 

2948.4 

14.3 



MIN, MAX 

1937.9, 7I4&3 

143, 143 



5%. 95% 

1937.9 7148.3 

NA, NA 


BLQ Values Included 

0 

0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

2442.3,1333.9 




SD, SE 

2744.27, 1227.28 




MEDIAN 

12405 




MIN, MAX 

270.0,6900.4 




5%, 95% 

270.0, 6900.4 



BLQ Values Included 

0 



Overall* 

N 

6 

2 

1.0000 

MEAN, GEO MEAN 

3314.7,2908.5 

18.5,17.8 



SD.SE 

1730,35,706.41 

7.07,5.00 



MEDIAN 

3199.8 

18.5 



MIN, MAX 

1319.5,5509.1 

13.5,23.5 



5%, 95% 

1319.5,5509.1 

13.5,23.5 



a P-valuc from wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values went converted to the upper limit of the 
BLQfe.g.. '< 1.234' will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Pagi 70 of 7) 


uionjarKcn a-nyarc 
Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

5915.230,4956.210 

46.567,35.776 



SD,SE 

3528,2700,1440.41D0 

42.1556,29,8085 



MEDIAN 

5S79.U0 

46.567 



M3N, MAX 

1543.192, 11872.310 

16.758,76.375 



5%, 95% 

1543.190,11872.300 

16.758, 76.375 


BLQ Values Included 

0 

0 


Week 2 

N 

6 

1 

NA 

MEAN, GEO MEAN 

5976.360,5622.440 

24.024,24.024 



SD, SE 

2460.4200,1004.4600 

NA, NA 



MEDIAN 

4840.690 

24.024 



MIN, MAX 

3837.042,10362.680 

24.024, 24.024 



5%, 95% 

3837.040.10362.700 

NA, NA 


BLQ Values Included 

0 

0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

5169.570, 2378.380 




SD, SB 

6804.7400,3043.1700 




MEDIAN 

2667.080 




MIN, MAX 

372.600,16905.980 




5%, 95% 

372,600,16906.000 



BLQ Values Included 

0 



Overall* 

N 

6 

2 

0.8852 

MEAN. GEO MEAN 

5777.450,4931.670 

48.383, 39.463 



SD, SF, 

3856.0300.15742200 

39.5867,27.9920 



MEDIAN 

4375.770 

48.383 



MIN, MAX 

2179.450,13047.000 

20.391,76.375 



5%, 95% 

2179.450, 13047.000 

20.391,76.375 



* P-valuc Bora wilcoxon rank-sura lest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., ’cl .234' will be used as T.234') forthe averages across visits within a subject thus eliminalig till BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 71 of I) 


TJmepoint 

Statistic 

Smokers 

Nan-Sniokeis 

P-value* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

4.796,3.591 

0 , 031 , 0.020 



SD,SE 

4.6265, 1.8888 

0.0339,0.0240 



MEDIAN 

3.582 

0.031 



MIN, MAX 

1.271, (4.020 

0t007, cross 



5 %, 95 % 

1.271,14.020 

0.007.0.055 


BLO. Values Included 

0 

0 


Week 2 

N 

6 

1 

NA 

MEAN, GEO MEAN 

4.998,4.431 

0.009,0.009 



SD.SE 

2.9163,1.1906 

NANA 



MEDIAN 

4.687 

0.009 



MIN, MAX 

2.318, 10.545 

0.009.0.009 



59b, 95% 

2.318,10-545 

NANA 


BLQ Values Included 

0 

0 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

4.826, 2.324 




SD,SE 

6.5574.2.9326 




MEDIAN 

2.547 




MIN, MAX 

0.609,16.275 




5%, 95% 

0.609,16.275 



BLQ Values Included 

U 



Overall' 

N 

6 

2 

LOOOO 

MEAN, GEO MEAN 

4.837,3.842 

0.032,0.021 



SD.SE 

4.3685,1.7834 

0.0332,0.0235 



MEDIAN 

3.397 

0.032 



MIN, MAX 

2,192.13.613 

0.008,0.055 



5%, 95% 

2.192,13.613 

0.008,0.055 



* P-Ysilue Tran) wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of tile 
RLQte-g-.'cl.IiM 1 will be used as '1.234') for the averages across visits within a subject thus diminaiig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 72 of?) 




Statistic 

Smokere 

Non-Smokers 

P-value* 

Week 1 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

546.8,341.2 

9.5,6.7 



SD, SB 

468.94, 66l99 

22.61,2.78 



MEDIAN 

475.2 

6.0 



MIN, MAX 

6.0,2045.7 

6.0,185.7 



5 %, 95 % 

16.5, 1604.2 

6.0,8.8 


BLQ Values Included. 

1 

59 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

5528, 367.9 

7.4.6.6 



SD, SE 

4S7.35,71.86 

6.09,0.75 



MEDIAN 

426.6 

6.0 



MIN, MAX 

6.0,2223.3 

6.0,47.3 



5 %, 95% 

53.0,1721.9 

6.0, 11.9 


DLQ Values Included 

1 

59 


Overall* 

N 

50 

66 

0.5348 

MEAN, GEO MEAN 

542.5,366.0 

8.4.6.8 



SD, SE 

427.04,60.39 

1216,1.50 



MEDIAN 

433.9 

6.0 



MIN, MAX 

6.0, 1663.1 

6.0,95.9 



5 %, 95 % 

34,8, 1471.5 

6.0. 11.9 



P-value from wilcoxon rank-sum test. , 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limn ofthe 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits witliin a Subject thus eliminatig all BLQ values forthe overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 73 of 7) 


Biomarker Total NNAL (pmol/Ll 


Timepoint 

Statistic 

Smokers 

Non-Smokere 

P-value* 

Week I 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

2613.5, 1631.1 

45.4,31.8 



SD,SE 

2241.53,320.22 

108.05, 13.30 



MEDIAN 

2271.5 

28.7 



MIN, MAX 

28.7,9778.4 

28.7,887.6 



540, 95 % 

78.9, 7668.1 

28.7, 42.1 


BLQ Values Included 

1 

59 


Week 3 

N 

46 

66 

aoooo 

MEAN, GEO MEAN 

2642.5, 1758.6 

35.2,31.5 



SD,SE 

2329.54,343.47 

29.12,3.58 



MEDIAN 

2038.9 

28.7 



MIN, MAX 

28.7, 10627.4 

28.7,226.1 



5%. 95% 

253.3, 82307 

28.7.56.9 


BLQ Values Included 

1 

59 


Overall’ 

N 

50 

66 

05348 

MEAN, GEO MEAN 

2592.9, 1749.4 

40.3,32.5 



SD, SB 

2041.22, 283.67 

5810 7.15 



MEDIAN 

2074.0 

28.7 



MIN. MAX 

28.7,7949.4 

28.7, 458.2 



5 %, 95 % 

166,1,7033.6 

28.7,56.7 



’ P-value from wilcoson rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Cornu of BLQ values dots uot apply as the BLQ values wore converted to the upper limit of the 
BLQ (eg., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus elitainatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 74 of ?) 


Biomarker, b'ree NNALCofl/mU __—----- 

Tiinenoiiu 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

150.0, 106.4 

6.4, 6.2 



SD.SE 

107.23,15.16 

1.87,0.23 



MEDIAN 

136.4 

6.0 



MIN, MAX 

6,0.484.5 

6.0, 20.3 



5%, 95% 

11.4,347.9 

6.0,8.5 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

161.2,123.5 

7.3,6.5 



SD.SE 

109.14,16.09 

6.26,0.77 



MEDIAN 

144.2 

6.0 



MIN, MAX 

6.0,485.1 

6.0, 42.4 



5%, 95% 

28.2, 405.1 

6.0.10.5 


BLQ Values Included 

i 

62 


Overall* 

N 

50 

66 

0.1959 

MEAN, GEO MEAN 

153.7,118.3 

6.8,6 J 



SD, SE 

101.02,14.29 

3,24, 0.40 



MEDIAN 

138.9 

6.0 



MIN, MAX 

6.0, 4745 

60,24.2 



5%, 95% 

20.9,351.6 

6.0,11.4 



* P-value from wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit ol the 
BLQ(e.g.,'<1234’ will be used as T.234') for the averages across visits within asubjeetthus eliminasig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 75 of?) 


Timcpoint 

Statistic 

Smokers 

Nott-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

717.2,508.7 

30.4,29.8 



SD.SE 

512,56,72.49 

8.94,1.10 



MEDIAN 

652.0 

28.7 



MIN, MAX 

25.7, 2315.9 

28.7,97,0 



5%, 95% 

54,5, 1663.0 

28.7,40,6 


BLQ Values Included 

2 

62 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

770.5,590.3 

34.9,31.2 



SD, SE 

521.68,76.92 

29.94,3.69 



MEDIAN 

689.0 

28.7 



MIN, MAX 

28.7,2318,8 

28.7, 202.7 



5%, 95% 

134.8,1936.4 

28.7.50,2 


BLQ Values Included 

l 

62 


Overall' 

N 

50 

66 

0.1959 

MEAN, GEO MEAN 

734.7,563.3 

32.7,31.1 



SD, SE 

482.89, 68.29 

15.45,1.90 



MEDIAN 

663.9 

28.7 



MIN. MAX 

28.7.2268.1 

28.7, 115.7 



5%, 95% 

99.9,1680.7 

28.7,54.3 



“ P-value from wilcoxon rank-sum test 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Cornu of BLQ values docs not apply m the BLQ values were converted to the upper limit of the 
BLQ (c.g,, '<1.234' will be used as ’1.234 1 ) for tire averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


Biomarker Total Nicotine (ne/'niL) 

STATISTICAL COMP .ARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BV TIMEPOINT AND OVERALL 
(Page 76 of 7) 


Timepoint 

Statistic 

Smokers 

Noil'S mokers 

P-vatne* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

1612,6.916.5 

2.4, 1.4 



SD, SE 

1653.11,233.78 

4.47,0.55 



MEDIAN 

1000.4 

1.0 



MIN, MAX 

13.7,8096.4 

1.0,23.2 



5<fc, 95 % 

88.4,5070.3 

1.0,8.B 


BLQ Values Included 

0 

44 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

1794.7,1094.9 

3.3.1.3 



SD, SE 

1855.53,265.08 

14.92,1.84 



MEDIAN 

1304.2 

1.0 



MIN, MAX 

11.9, 10733.1 

1.0,122.3 



5%, 95% 

151.2,5120.6 

1.0.5.1 


BLQ Values Included 

0 

51 


Week 3 

N 

46 

66 

0,0000 

MEAN, GEO MEAN 

1611.1, 1068,S 

1.4, 151 



SD, SE 

1234.16.181.97 

1,86,0.23 



MEDIAN 

1301.9 

1.0 



MIN, MAX 

9.6,4831.6 

1.0. 15.2 



5 %, 95 % 

253.9,3911.0 

1.0,2.1 


BLQ Values Included 

0 

52 


Overall' 

N 

50 

66 

0.7780 

MEAN, GEO MEAN 

1646.9, 1057.4 

2.4, 1.4 



SD, SE 

1449.86 205.04 

64)8, Ct75 



MEDIAN 

1216.9 

1.0 



MIN, MAX 

12.4,7887.0 

1.0,48.6 



5ft, 95ft 

163.9, 3865.6 

1.0,45 



' P-value from wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ values were converted to the upper hmit of the 
BLQje.g., '<1.234' will be used as '1.2341 for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 77 of ?) 


Biomarken Total Nicotine (nmol/L) ... 

Timeyoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

9941.7,5650.1 

14.8, 8.8 



SD.SE 

10191.40, 1441.28 

27.56,3.39 



MEDIAN 

6167.2 

6.2 



MIN, MAX 

96.8, 49914.3 

6.2,143.0 



5%, 95% 

545.0,31258.4 

6.2, 54,3 


BLQ Values Included 

0 

44 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

11064.6,6750.1 

20.4, 8.2 



SD,SE 

11439.30, 1634.19 

92.00, 11.32 



MEDIAN 

8040.4 

62 



MIN, MAX 

73.4, 66169.6 

6.2, 754.0 



5%, 95% 

932.1,31568.5 

6.2,31.4 


BLQ Values Included 

0 

51 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

9932.6, 6589.5 

8.9, 7.4 



SD,SE 

7608.62,1121.83 

11.43, 1,41 



MEDIAN 

8025.9 

6.2 



MIN, MAX 

59.2,297868 

6.2,93.7 



5%, 95% 

1565.3,24111.3 

6.2,119 


BLQ Values Included 

0 

52 


Overall* 

N 

50 

66 

0.7780 

MEAN, GEO MEAN 

10152.9,6513.8 

14.7,8.6 



SD.SE 

8938.40, 1264.08 

37.52, 4.62 



MEDIAN 

7502.2 

6.2 



MIN, MAX 

76.5, 48623.6 

6.2,299.8 



5%, 95% 

1010.123831.4 

6.2,28.0 



* P-value from wilcoxon rank-sum test. 

* Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as 7.2341 for the averages across visits within a subject thus eliminstig all BLQ values foe the overall statistics. 
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TABLE 14.1.1-2 


Biomar ken Total Cotinine (nc/mL) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TfMEPOINT AND OVERALL 
(Page 78 of?) 


TimeDOim 

Statistic 

Smoke is 

Non-Smokeis 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

3187.2,2002.0 

3.0,1.8 



SD.SE 

2909.78,411.50 

5.07,0.62 



MEDIAN 

2020.8 

L0 



MLN, MAX 

31.6,12610.5 

1.0,35.5 



5®, 95% 

343.7, 10113.6 

1.0,10.7 


BLQ Values Included 

0 

34 


Week 2 

N 

49 

66 

OOOOO 

MEAN, GEO MEAN 

3644.7,2368.7 

3.4,1,9 



SD.SE 

3403.71,486.24 

5.66,0.70 



median 

2690.9 

LI 



MIN, MAX 

28.5,18373.7 

1.0, 33.4 



5%, 95® 

503.9,9222.8 

IjO, 14.1 


BLQ Values Included 

0 

33 


Week3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

3056.7, 2160.4 

2.5, 1.6 



SD, SE 

2083.46, 307.19 

4.40,0.54 



median 

2403.3 

1.0 



MIN, MAX 

20.4,7919.1 

1.0, 333 



5 %. 95% 

390.5.6761.2 

1.0,6.2 


BLQ Values Included 

0 

40 


Overall’ 

N 

50 

66 

0.8958 

MEAN, GEO MEAN 

32563,2246.5 

3.0, 1.9 



SD, SE 

2553.03, 361.06 

4.28,0.53 



MEDIAN 

2699.1 

12 



MIN, MAX 

26.8, 12581.8 

1.0,27.1 



59b, 959b 

464,3,7394.7 

1.0, 11.3 



* P-value from wilcoxon rank-sum lest. 

* Overall values calcula&d by first averaging lire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQfe.g., '<1.234' will be uaed as ’1.234) forthe averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 79 of?) 


Biomarlcen Total Cotinine (nmoI/L) . . . ... 

Ttoepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

aoooo 

MEAN. GEO MEAN 

18087.2,11361.6 

17.1,10.0 



SD,SE 

16513.00,2335.29 

28.76 3.54 



MEDIAN 

11468.1 

5.7 



MIN, MAX 

179.3,71564.6 

5.7, 201.5 



5 %, 95% 

1978.9,57394.7 

5.7,60.7 


BLQ Values Included 

0 

34 


Week 2 

N 

49 

66 

0.0000 

MEAN. GEO MEAN 

20683.9, 13442.5 

19.2,10.6 



SD, SE 

19316.10. 2759.44 

32.12,3.95 



MEDIAN 

15270,9 

65 



MIN, MAX 

161.7, 104270.7 

5.7, 189.5 



5%,9 S% 

2859.6,52339.4 

5.7,80.0 


BT -Q V alues Included 

0 

33 


Week 3 

N 

46 

66 

aoooo 

MEAN, GEO MEAN 

17347.0,12260.6 

14,1,9.0 



SD.SE 

11S23.60, 1743.30 

24.95, 3.07 



MEDIAN 

13638.4 

5.7 



MIN, MAX 

115.8,44940.9 

5-7,191.8 



5%, 95% 

2216.1, 38369.8 

S.7, 35.2 


BLQ Values Included 

0 

40 


Overall* 

N 

50 

66 

0.S901 

MEAN, GEO MEAN 

18479.7, 12749.4 

16.8,10.6 



SD, SE 

14488.80, 2049.02 

2426,2.99 



MEDIAN 

15317.2 

6.7 



MIN. MAX 

152.3,71401.7 

5.7, 153.6 



5%, 958f> 

2634.7,41965.1 

5.7,64.0 



‘ P-value from wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits wkliln a subject, then calculating the descriptive statistics across subjects, Count of BLQ values docs net apply os the BLQ values were converted to the upper limit of die 
3LQ (e.g.. '-cl .234’ will be used as T.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values fur the overall statistics. 
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TABLE] 4.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TTMFPOINT AND OVERALL 
(Page 80 of?) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

II41.8, 626.3 

2.2,1,3 



SD.SE 

1210.89,171.25 

4.22,0.52 



MEDIAN 

649.3 

1.0 



MIN, MAX 

12.8,6329.6 

1.0,24.5 



5%, 95% 

45.8,3752,0 

1.0, 6.8 


BLQ Values included 

0 

52 


Week 2 

N 

49 

66 

0.0000 

MEAN. GEO MEAN 

1245.5,756.4 

2.9,1.2 



SD,SE 

1251.38,178.77 

12.95,1.59 



MEDIAN 

835.4 

1.0 



MIN, MAX 

12.2,6634.3 

1.0,106.2 



5%, 95% 

83.5,3489,6 

1.0,4.3 


BLQ Values Included 

0 

55 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

1166.7,740.9 

1.2,1.1 



SD,SE 

933.84,137.69 

1.23,0.15 



MEDIAN 

9U.3 

1.0 



MIN, MAX 

5.2,3630.2 

1.0, 10.5 



5%, 95% 

131.0,3006.4 

1.0,1.7 


BLQ Values Included 

0 

58 


Overall” 

N 

50 

66 

0.5895 

MEAN, GEO MEAN 

1167.2,745.0 

2.1, 1.3 



SD,SE 

1017.73,143.93 

5.30,0.65 



MEDIAN 

815.5 

1.0 



MIN, MAX 

10.1,5531.4 

1.0,42.7 



5%, 95% 

69.4, 2950.7 

1.0,3.3 



* P-value from wilcoxon rank-sum tea. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<1.234’ will be used as T.234 1 ) for the averages across visits within a subject thus ellminatig all BLQ values for the overall st atlstics. 
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TABLE 14.1.1-2 


BiomarkcE Free Nicotine (nmol/L) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 81 of?) 


TUuepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 8 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

7039.3,3861.3 

13.4,8.1 



SD,SE 

7465.15,1055,73 

25.99,3.20 



MEDIAN 

4002,7 

62 



MIN, MAX 

78.9, 39022.0 

6.2,151.0 



5%, 95% 

282.4,23131.1 

6.2,41.9 


BLQ Values Included 

0 

52 


Week 2 

N 

49 

66 

aoooo 

MEAN, GEO MEAN 

7678.6,4663.2 

18.0.7.7 



SD,SE 

7714.75,1102.11 

79.81,9.82 



MEDIAN 

5150.2 

6.2 



MIN, MAX 

75.2,40900.5 

6.2,654.7 



5%, 95% 

514.8, 21513.4 

6.2 265 


BLQ Values Included 

0 

55 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

7192.6, 4567,8 

7.6,6.8 



SD,SE 

5757.14,848.84 

7.55,0.93 



MEDIAN 

5618.2 

6.2 



MIN, MAX 

321, 22380.2 

6.2 647 



5 %. 959S> 

807.6.18534.5 

6.2, 10.5 


BLQ V alues Included 

0 

58 


Overall' 

N 

50 

66 

05875 

MEAN, GEO MEAN 

7196.0,45927 

13.0, 8.0 



SD.SE 

6274.31,887.32 

3267, 4.02 



MEDIAN 

5027.4 

6.2 



MIN. MAX 

62.1,34100.9 

6.2,263.2 



5%, 95% 

427.6,18191,3 

6.2,20.3 



* P-value from wilcoxon rank-sum lest. 

* Overall values calculated by firs: averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values weie converted to the upper limit of the 
BLQ (e.g,, '<1.234' will be used as '1.234') for the avenger, across visits within a subject thus eliminalig all BLQ values forthe overfill statistics. 
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TABLE 14,1,1-2 

STATISTICAL comparison between smokers and non-smokers 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TJMEPOINT AND OVERALL 
(Page 82of?) 


Biomatec Pree Cotinine (ngOnL) 


Thnepofni 

Statistic 

Smokers 

Non-Smokere 

P-value" 

Week 1 

N 

so 

66 

aoooo 

MEAN. GEO MEAN 

1029.4.773.3 

1.7,1.3 



SD.SE 

619.01, 87.54 

2.08,0.26 



MEDIAN 

919.4 

1.0 



MIN, MAX 

18.2, 2626.8 

1.0,14.1 



5%, 95% 

226.0,2263.4 

1.0.4.8 


BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

1154.8.883.0 

1.9,1.3 



SD,SE 

788.02, 11237 

2,89,0.36 



MEDIAN 

975.4 

1.0 



MIN, MAX 

15.5,4778.6 

1.0,20.8 



5%, 95% 

22 L4,2343.3 

1.0,4.1 


BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 

MEAN. GEO MEAN 

108231, 8373 

LS, 1.2 



SD.SE 

632.01,93.19 

2,40, 0.30 



MEDIAN 

998.4 

1.0 



MIN, MAX 

61,2858.1 

1.0.19.9 



5%. 95% 

257.2,2346.7 

1.0,2.8 


BLQ Values Included 

0 

51 


Overall' 

N 

50 

66 

0.6133 

MEAN, GEO MEAN 

1076,8,846.7 

1.7,1.3 



SD.SE 

616.60, 87.20 

2,09,0126 



MEDIAN 

970.2 

1.0 



MiN.MAX 

13.5,3090.2 

1.0,13.9 



5%, 95% 

275.9,1962,5 

1.0,4.1 



■ P-value from wilcoxon rank-sum test. 

* Overall values calculated liy first averaging the results across visits wit! tin a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does uot apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234' will be used as T.234 1 ) for tho averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


Biomarker Free Cotinine (nmol/L) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TO1EPOINT AND OVERALL 
(Page 83 of?) 


Time point 

Statistic 

Smokers 

Non-Smokers 

P’value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

5842.0,4388.4 

9.5,7.3 



SD.SE 

3512.90, 496.80 

11.80,1.45 



MEDIAN 

5217.3 

5.7 



MIN, MAX 

103.3, 14907.1 

5.7,80.0 



5%, 95% 

1232.6, 12844,8 

5.7,27.2 


BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

6553.5,5010.8 

10,6,7.6 



SD,SE 

4472.01, 638. S6 

16.37, 2.02 



MEDIAN 

5535.4 

5.7 



MIN, MAX 

88.0,27118.6 

5.7, 118.0 



5%, 95% 

1256.4.13298.2 

5.7,23.3 


BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

6145.2,4751.3 

8.7, 6.8 



SD, SE 

3586.67,528.83 

13.63,1.68 



MEDIAN 

5665.7 

5.7 



MIN, MAX 

346 16219.7 

5.7. 112.9 



5%, 95% 

1459.6,13317.5 

5.7, 15.9 


BLQ Values Included 

0 

51 


Overall' 

N 

50 

66 

0.6133 

MEAN, OEO MEAN 

6110.8, 4805.3 

9.6,7.5 



SD, SE 

3499.18.494.86 

11.85.1.46 



MEDIAN 

5505.8 

5.7 



MIN, MAX 

76.8,17537.1 

5.7, 78.7 



5ft, 95% 

1566.0, 11137.0 

5.7,23.5 



' P-valuc from wilcoxon rank-sum test. 

’ Overall values calculated by fust averaging llte results across visits within asubject, then calculating the descriptive statistics across subject". Count of BLQ values does not apply as tins BLQ values vtere converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234) forthe averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 84 of 7) 


Biomar ken Total 3-bydioxycotiniiic (n^mL) 


Timepoint 

Statistic 

Smokers 

Non-Smoker$ 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

4845.2,3134.1 

5.3,2.4 



SD,SE 

4478.12,533.30 

1232, L52 



MEDIAN 

3846.4 

1,5 



MIN, MAX 

57.0,26581.8 

1.0,96.1 



5%, 95% 

547.1, 12291.4 

1.0, 18.0 


BLQ Values Included 

0 

24 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

5978.4,4009.9 

7.6,28 



SD.SE 

4841.56,691.65 

2205, 271 



MEDIAN 

4802.7 

2.0 



MIN, MAX 

53.8,23327.3 

1,0, 169.4 



5%, 95% 

807.0,16284.7 

1.0,26.2 


BLQ Vallies Included 

0 

16 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

50512,3479.7 

4.3,2,2 



sd,se 

4249.51,626.56 

9.12, M2 



MEDIAN 

4050.7 

1.4 



MIN, MAX 

49.9,23404.7 

1.0, 69.1 



5%, 95% 

703.4.12479.5 

1.0,15.6 


BLQ Values Included 

0 

26 


Overall* 

N 

50 

66 

0.5447 

MEAN, GEO MEAN 

5246.8,3729.5 

5.7,2.7 



SD.SE 

3898.69, 551.36 

11.46,1.41 



MEDIAN 

4786.8 

2.0 



MIN, MAX 

53.6,1S644.1 

1,0, 66.3 



5%, 95% 

745.1, 11100.3 

1.0,18.6 



* P-value from wilcoxoa rank-sum lest. 

’ Overall values calculated by firat averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as die BLQ values were converted to die upper limit of the 
BLQ(e.g., Crl.234 1 will be used as 'I.234 1 ) lor the averages across visfe within a subject thus eliminadg all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 85 of ?) 


■ftinmarlcer Total 3-hvdroxvcotInine fnmol/LJ .. ■ —_ 

Time point 

Statistic 

Smokers 

Non-Smokers 

P-value- 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

25209.6,163C7.0 

27.4. 12.5 



SD.SE 

23299.70,3295.07 

64.09,7.89 



MEDIAN 

20012.6 

7.8 



MIN, MAX 

296.6,138305.1 

5.2,500.0 



5%, 95% 

2846.6,63952.2 

5.2,93.7 


BLQ Values Inctuded 

0 

24 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

31105.5,20863.4 

39.7,14.3 



SD.SE 

25190.70,3598.67 

114.71,14.12 



MEDIAN 

24988.4 

10.2 



MIN,MAX 

279.9,121371.9 

5.2.SB1.4 



5%, 95% 

4198.8, 84729.3 

5.2,136.3 


BLQ Values Included 

0 

16 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

26281.4, 18105.1 

22.4,11.3 



SD.SE 

22110.20,3259.97 

47.47,5.84 



MEDIAN 

21075.5 

73 



MIN. MAX 

259.6,121774.7 

5.2, 359.5 



5%, 95% 

3659.8,64930.8 

5.2, 81.2 


BLQ Values Included 

0 

26 


Overall* 

N 

50 

66 

0.5465 


MEAN, GEO MEAN 

27299.0,19404.3 

29,8,14.1 



SD,SE 

20284.90,2868.72 

59,64,7.34 



MEDIAN 

24905.7 

10.2 



NON, MAX 

27X7,97005.2 

5.2,344.8 



5%, 95% 

3876.6,57754.9 

5.2,96.8 



■ P-value from wilcoxon rank-sum test. _ . . 

■ Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the ELQ values were convened to the upper hunt o( die 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus diminaig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY HMEPOINT AND OVERALL 
(Page 86 of?) 


Bbmarker. Free 3-hvdroxvcotinine fnc/mLi _ 


Statistic 

Smokers 

Non-Smokers 

p-value* 

Week 1 

N 

so 

66 

0.0000 

MEAN, GEO MEAN 

3549.7,2312.1 

4,4,2.2 



SD.SE 

3173.27,448.77 

9.90,1.22 



MEDIAN 

3110.5 

1.4 



MIN, MAX 

30.1, 17333.8 

1.0, 77.2 



5%, 95% 

4222,9582.6 

1.0,16.4 


BLQ Values Included 

0 

23 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

4688.4,3050.3 

6.1,2.4 



SD.SE 

3986.05,569.44 

17.57,216 



MEDIAN 

3435.7 

1.7 



MIN, MAX 

26.9, 18865.3 

1.0,135.0 



5%, 95% 

692.4,13308.1 

1.0.21.4 


BLQ Values Included 

0 

IS 


Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

3636.9, 2545.4 

3.5,1.9 



SD,SE 

2520.50,415.86 

7.27,0.89 



MEDIAN 

3045.4 

13 



MIN, MAX 

20.4, 15599.2 

1.0,56.0 



5%, 95% 

525.1,8394.0 

1.0,10.9 


BLQ Values Included 

0 

31 


Overall" 

N 

50 

66 

0.5728 


MEAN, GEO MEAN 

3928,4, 2775.7 

4.7, 24 



SD.SE 

2928.37,414.13 

9.23, 1.14 



MEDIAN 

3463.0 

1,8 



MIN, MAX 

25.8,13970.9 

1.0,526 



5%, 95% 

601.4, 8965,5 

1.0, 14.3 



‘ P-value from wilcoioti tank-sum test. 

• Overall values calculated by fiisl averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., ‘<1.234' will he used as '1^34') for the averages across visits within a subject thus ellminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATIST1CALCOMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 87 of?) 


Biomarker Free 3-hvrfrQXYC0tinine (nmol/L) 

Timepoiiil 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 

66 

0.0000 

MEAN. GEO MEAN 

18469.2, 12030.0 

22,8,11.3 



SD.SE 

16510.50,2334.94 

51.53,6.34 



MEDIAN 

16183.9 

7.1 



MIN, MAX 

156.6,90187.8 

5.2,401.7 



5%. 95% 

2196.7,51419.2 

5.2, 85.3 


BLQ Values Included 

0 

23 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

24393.8,15870.9 

31.9,12.4 



SD.SE 

20739.40,2962.78 

91.42, 11-25 



MEDIAN 

17875.9 

8.8 



MIN, MAX 

140.0,98156.2 

532,702.4 



5%, 95% 

3602.6,692420 

5.2.111.3 


BLQ Values Included 

0 

IS 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

18922.7,13243.4 

18.3,10.1 



SD,SE 

14675.10, 2163.72 

37.80,4.65 



MEDIAN 

15845.0 

6.8 



MIN, MAX 

106.1, 811626 

5.2 291.4 



5%, 95% 

2732.1, 43674.0 

5.2,56.7 


BLQ Values Included 

0 

3) 


Overall' 

N 

50 

66 

0.5709 

MEAN, GEO MEAN 

20439.3,14441.8 

24,4,124 



SD.SE 

15236.30, 2154.74 

48.03. 5.91 



MEDIAN 

18017.8 

9.3 



MIN, MAX 

134.2,72690.6 

5.2,273.7 



5%. 95% 

3129.3, 46647.3 

5.2,74.6 



* p-vaiue from wilooxon rank-sum test. 

* Overall values calculated by fust averaging tte results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper Unlit of the 
BLQ{e.g., '<1,234' will be used as '1.234 1 ) for the averages across visits within a subject thus eltminatig all BLQ values for the. overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 88 of?) 


Rinmarker: Tnral Nicotine fnmnl/L) .. --- 

Tiniepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

3 

00256 

MEAN, GEO MEAN 

9798.9,6501.7 

!2.7,12.7 



SD,SE 

1041260, 4250.94 

0.00,0.00 



MEDIAN 

4765.0 

12.7 



MIN, MAX 

2468.7,29112.4 

127,12,7 



5%, 93% 

2468.7,291124 

127, 127 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

8934.2,6661.8 

20.0,16.7 



SD.SE 

7476.72 305236 

1641, 7.34 



MEDIAN 

5769.3 

12.7 



MIN, MAX 

2954.7, 21362.0 

127,49.4 



5%, 95% 

2954.7,21362.0 

127,49.4 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

5251.1,4536,5 

127, 127 



SD,SE 

2902.43,1298.01 

0.00,0.00 



MEDIAN 

5824.0 

12.7 



MIN, MAX 

1973.7.9133.4 

127,12.7 



5%, 95% 

1973.7,9133.4 

12.7,127 


BLQ Values Included 

0 

7 


Overall" 

N 

6 

7 

0.9401 

MEAN, GEO MEAN 

8500.5,6413.7 

14.4,14.0 



SD.SE 

7026.29, 2868.47 

4.61, 1.74 



MEDIAN 

5421.7 

127 



MIN, MAX 

2744.5, 19869.3 

127, 24.9 



5%, 95% 

2744.5,19869.3 

127,24.9 



“ P-value from wilcorcon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as tire BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234’will be used as ’1.234 1 ) for the averages across visits within asubject thus eliminatig nil BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 89 of ?) 


Biumai'ken Total Nicotine (ns/niL) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1589.4, 1054.6 

21,2,1 



SD, SE 

1688.92,689.50 

0.00,0.00 



MEDIAN 

772.9 

21 



MIN, MAX 

400.4, 4722.0 

2.1,2.1 



5%, 95% 

400,4, 4722.0 

2.1,21 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

1449.1,1080.5 

3.3,2.7 



SD,SE 

1212.72,495.09 

2,64,1.18 



MEDIAN 

935.8 

Z1 



MIN, MAX 

479.3, 34649 

2.1, 8.0 



S%, 95% 

479.3,3464.9 

2.1, 8.0 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

851.7.735.9 

2,1,21 



SD, SE 

470.78,210.54 

0.00,0.00 



MEDIAN 

9447 

2.1 



MIN, MAX 

320.1. 1481.4 

21,2.1 



5%, 95% 

320.1, 1481.4 

21,2.1 


BLQ Values Included 

0 

7 


Overall* 

N 

6 

7 

0.9401 

MEAN, CEO MEAN 

1378.8,1040.3 

2.4,23 



SD, SE 

1139.66,465.26 

0.76,0.29 



MEDIAN 

879.4 

21 



MIN, MAX 

445.2,3222.8 

21,4.1 



5%, 95% 

445.2,32228 

21,4.1 



* P-value from wllcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics ttcrose subjects. Count of BLQ values does not apply as the BLQ values wen: converted to the upper limit of the 

BLQ (e.g., .234 will be used as '1,234 1 ) for the averages aejoss visits within a subject thus eliminailg all RLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 90 of?) 


Tiiuepc'uit 

Statistic 

Smokers 

Non-Smokers 

P-value* 


WeeSrl 

N 

6 

3 

0.0256 


MEAN. GEO MEAN 

7197,1,4444.0 

3.4,3.4 




SD.SE 

7757.37,3166,93 

0.00,0.00 




MEDIAN 

3394.6 

3.4 




MIN, MAX 

1356.6,20738.5 

3.4, 3.4 




5%, 95% 

1356.6,20733.8 

3.4,3.4 



BLQ Values Included 

0 

3 



Week 2 

N 

6 

2 

0.0651 


MEAN, GEO MEAN 

6056.4,4199.7 

3.4,3.4 




SD.SE 

5389.15,2200.11 

0.UU, 0.00 




MEDIAN 

3774.8 

3.4 




MIN, MAX 

1805.1, 14396.2 

3.4,3.4 




5<&,95% 

1805.1, 14396.2 

3.4, 3.4 



BLQ Values Included 

0 

2 



Week 3 

N 

5 

4 

0.0151 


MEAN, GEO MEAN 

3400,4,2972.7 

3.4,3.4 




SD.SE 

1754.96,784.84 

0.00,0.00 




MEDIAN 

4113.9 

3.4 




MIN, MAX 

1528.7, 52942 

3-4. 3.4 




5%. 95% 

1528.7,5294.2 

3,4,3.4 



BLQ Values Included 

0 

4 



Overall - 

N 

6 

6 

0.7325 


MEAN, GEO MEAN 

6005.1, 4360.7 

3.4, 3.4 




SD.SE 

5159.10,2106.19 

0.00,0.00 




MEDIAN 

3513.2 

3.4 




MIN, MAX 

1564.8,13476.4 

3.4,3.4 




5%, 95% 

1564.8,13476.4 

3.4, 3.4 




* P-yalue from wilcoxon rank-sum test 

* Overall values calculated By first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply ns the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234‘will be used as’1.234’) for the averages across visits within a suhject thus eliminatig all BLQ values for tire overall statistics. 
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• • • 

TABLE 14.1.1-2 


Biomarken Free Nicotine (ng/mLl 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 91 of 2) 


Thnepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0256 

MEAN. GEO MEAN 

1167.4,720.8 

0.6,0.6 



SD,SE 

1258.24,513.67 

0.00, 0.00 



MEDIAN 

550.6 

0.6 



MIN, MAX 

220.0,3363.8 

0.6,0.6 



5%, 95% 

220.0,3363.3 

0.6,0,6 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

2 

0,0651 

MEAN, GEO MEAN 

982,4,681.2 

0,6,0.6 



SD.SE 

874.12, '356,86 

0,00,0.00 



MEDIAN 

612.3 

0.6 



MIN, MAX 

292.8,2335.1 

0.6,0.6 



5%, 95% 

2918,2335.1 

0.6. 06 


BLQ Values Included 

0 

2 


Week 3 

N 

5 

4 

0.0151 

Mb AN. GEO MEAN 

551.6,4822 

0.6,0.6 



SD.SE 

23463,127.29 

0.00, a 00 



MEDIAN 

667.3 

0.6 



MIN, MAX 

248.0, R58.7 

0.6, 0.6 



5%, 95% 

248.0,858.7 

0.6,0.6 


BLQ Values Included 

0 

4 


Overall' 

N 

6 

6 

0.7325 

MEAN, GEO MEAN 

974.0, 707.3 

0.6,06 



SD,SE 

836.80,341,62 

0.00,0.00 



median 

569.9 

0.6 



MIN, MAX 

253.8,2185.9 

0.6.0.6 



5%, 95% 

253.8,2185.9 

0.6,0.6 



■ P-value from wilcoxou rank-sun) test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminaig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 92 of ?) 


momarKec totals 
Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

14356.4, 10535.4 

I1.0, 11.0 



SD, SE 

13129.60,5360.14 

0.00,0.00 



MEDIAN 

11017.2 

11.0 



MIN, MAX 

2865.9,39S06.6 

11.0,11.0 



S%, 95% 

2865.9,39806.6 

11.0,11.0 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

14653.4,11763.7 

11,0, ll.U 



SD, SE 

10167.90, 4151.01 

0.00,0.00 



MEDIAN 

11093.9 

11.0 



MIN, MAX 

3809.5, 30867.0 

11.0, 11,0 



5%. 95% 

3809.5,30867.0 

11.0, 11.0 


BLQ Values Included 

0 

7 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

9971.7, 7688,8 

11,0,11.0 



SD, SE 

6819.34,3049.70 

0.00,0.00 



MEDIAN 

8330.8 

11.0 



MIN. MAX 

1766.5,20274.4 

11.0,11.0 



5%, 95% 

1766,5,20274.4 

11.0,11.0 


BLQ Values Included 

0 

7 


Overall’ 

N 

6 

8 

0.8875 

MEAN, CEO MEAN 

13463.2, 10521J 

11.0,11.0 



SD.SE 

9773.22,3989.90 

0.00. 0.00 



MEDIAN 

10588.5 

11.0 



MIN, MAX 

2814.0,30316.0 

11.0,11.0 



5%, 95% 

2814.0,30316.0 

11.0,11.0 



’ P-vaiue from wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, titan calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g, '<1-234' will be used as '1.234') for the averages across visits within a subject thus eiiminatig all BLQ values for the overall statistics. 
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TABLE 141.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 93 of 7) 


Biomarkec Total Cotlnine fna'mLl ------—.-.—.--- 

Timepomi 

Statistic 

Smokers 

Non-Smokers 

P-value 

Week l 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

2529.6,1856.3 

1.9,1.9 



SD,SE 

2313.43,944.45 

0.00,0,00 



MEDIAN 

1941.2 

1.9 



MIN, MAX 

505.0,7013.9 

1.9,1.9 



5%, 95% 

S05.0, 7013.9 

1.9, 1.9 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

2581.9,2072.S 

1.9,1.9 



SDl SE 

1791.59, 731.41 

aoo t aoo 



MEDIAN 

1954.8 

1,9 



MIN, MAX 

671.2, S438.8 

1.9, 1.9 



5%, 95% 

671.2,5438.8 

1.9,1,9 


BLQ Values Included 

0 

7 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

1757.0, 1354.8 

1.9,1.9 



SD,SE 

1201.54,537.34 

aoo, aoo 



MEDIAN 

1467.9 

1.9 



MIN, MAX 

311.3.3572.3 

1.9,1.9 



5%, 95% 

311.3,3572.3 

1.9,1.9 


BLQ Values Included 

0 

7 


Overall* 

N 

6 

8 

0,8875 

MEAN, GEO MEAN 

2372.2,1853.9 

1.9,1.9 



SD, SE 

1722.05,703.03 

0.00,0.00 



MEDIAN 

1865.7 

1.9 



MIN, MAX 

495.8,5341.7 

1.9, 1.9 



5% 95% 

495.8,5341.7 

1.9,1.9 



’ P-value from wilcoxon rank-sum test. 

• Overall values calculated fay fits! averaging tl« results acH»s visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as tire Ri.Q values were converted to the upper limit of die 
BLQ (e,g., ’<1.23+' will be used as '1.234j for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


Biomarken Free CotmineCnmoI/L) 

STAT1ST1CALCOMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OP 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 94 of 3) 


Timepoint 

Statistic 

Smokers 

Non-Smokcra 

P-value® 

Week 1 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

5138.7, 4383,0 

5.6,4.1 



SD,SE 

3563.54,1454.81 

6.73,2.54 



MEDIAN 

4048.8 

3.1 



MIN, MAX 

2279.8,12007.9 

3.1,20.9 



5%, 93® 

2279.8, 12007.9 

3,1,20.9 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

5341.9,4848.5 

3,1,3.1 



SD,SE 

2622.04,1070.44 

0.00,0.00 



MEDIAN 

4597.2 

3.1 



MIN, MAX 

2527.5,9702.2 

3.1, 3.1 



5 95,95* 

2527.5,9702.2 

3.1,3.1 


BI,Q Values Included 

0 

8 


Week 3 

N 

5 

7 

0,0021 

MEAN, GEO MEAN 

40215, 3476.2 

3.1, 3.1 



SD, SE 

2413.87, 1079.52 

0.00,000 



median 

30B7.7 

3.1 



MIN, MAX 

1520.8, 77803 

3.1,3.1 



5%, 95® 

1520.8.7780.3 

3.1,3,1 


BLQ Values Included 

0 

7 


Overall’ 

N 

6 

8 

0.6823 

MEAN, GEO MEAN 

4959.3,4381.0 

3.8,35 



SD.SE 

2782,63,1136.00 

2.09.0.74 



MEDIAN 

4206.5 

3.1 



MIN, MAX 

2109.4,9830.1 

3.1,9.0 



5%. 95® 

2109.4,9830.1 

3.1,9.0 



■ P-value from wilcoxon rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., Vcl.234' will be used as ’1,234') for the averages across visits within a subject thus ellminatig oil BLQ values fur the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 95 of 7) 


Biotnarkcr: Five Cotinine (uftfroL) _____,___ 

Tiniepoint_ Statistic _ Smokers ___ Non-Smokers 


Week 1 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

905.4,772.3 

1.0, 0.7 



SD.SE 

627.91,256,34 

1.21,0.46 



MEDIAN 

713.4 

0.5 



MIN, MAX 

401.7,2115.8 

0.5,3.7 



5%, 95% 

401.7,2115.8 

0.5, 3.7 


BLQ Values Included 

0 

6 


Week 2 

N 

6 

8 

0.0008 


MEAN, GEO MEAN 

941.2, 854.3 

0.5,0.5 



SD.SE 

462.01,188.61 

0.00,0.00 



MEDIAN 

810.0 

0.5 



MIN, MAX 

445.3, 1709.5 

0.5, 0.5 



5%, 95* 

445:3, 1709.5 

0i, 0.5 



BLQ Values Included 

0 

S 


Week 3 

N 

5 

7 

0.0021 


MEAN, GEO MEAN 

705.6, 612.5 

05,0.5 



SD,SE 

425.31, 190.20 

0.00, 0.00 



MEDIAN 

544.1 

0.5 



MIN, MAX 

26S.0. 1370.9 

0.5,0.5 



5%, 95% 

268.0,1370.9 

06,0.3 



BLQ Values Included 

0 

7 


Overall’ 

N 

6 

8 

0.6823 


MEAN, GEO MEAN 

873.9, 771.9 

06,0.6 



SD, SE 

490,31,200.17 

0.39,0.14 



MEDIAN 

741.2 

0.5 



MIN. MAX 

371.7, 1732.1 

0.5, 1.6 



5%, 95% 

371.7, 1732-1 

0 5. 1.6 



’ P-value from wilccmon rank-sum test. 

* Overall values calculated by first averaging tho results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the Bl.Q values were converted to the upper limit of the 
BLQ(e.g., '<1.234* will be used as '1.2340 for the averages across visits within a subject thus eliminslig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 


Btomarker Total 3-hydmxycotmine ftunol/L) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-IIOUR URINE BTOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 96 of 2) 


Time point 

Statistic 

Smokers 

Non Smokers 

P-vaIue fl 

Week 1 

N 

6 

5 

0.0075 

mean, geo mean 

18760.8, 17494.6 

24.5,20.3 



SD.SE 

6817.90, 2783.39 

16.64,7.44 



MEDIAN 

20361.6 

12.4 



MIN, MAX 

8417.0,25578.5 

12.4,44.5 



5®, 95% 

8417.0,25578.5 

124, 41.5 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

19977.0, 17594.2 

18.3, 15.8 



SD.SE 

10727.60, 4379.54 

13.19, 5.90 



MEDIAN 

18523.4 

12.4 



MIN, MAX 

7560.8,37689.3 

12.4,41.9 



5%, 95% 

7560.8,37689.3 

12.4,41.9 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

12925.5, 10547.5 

12.4,12.4 



SD.SE 

9343.85,4178.70 

0.00,0.00 



MEDIAN 

9437.8 

12.4 



MIN, MAX 

4279.9, 27954.4 

124,12.4 



5%, 95% 

4279.9.27954.4 

12.4,124 


BLQ Values Included 

0 

5 


Overall’ 

N 

6 

6 

1.0000 

MEAN, GEO MEAN 

182605, 16211.6 

20.6,17.8 



SD,SE 

9101.47, 3715.66 

1290,5.27 



MEDIAN 

17343.5 

124 



MIN, MAX 

6752.6, 31633.9 

124, 409 



5%, 95% 

6752.6, 31633.9 

124,40.9 



' P-value from wilcoxon rant-sum lest. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g., '-cl.234'willbousedas T.234 1 ) for the averages across visits within a subject thus cliniinaiig all BLQ values for the overall statistics. 
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TABLE 14.1,1-2 


STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TtMEPOINT AND OVERALL 
(Pag? 97 of?) 


Riomarken Total 3-hvdroxvcotinine (ne/mL) ______________-___ 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Week t 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

3605.8, 3362.4 

4.7,3.9 



SD.SE 

1310.43,534.98 

3.21,1.44 



MEDIAN 

3913.5 

2,4 



MIN, MAX 

1617.7,4916.2 

2.4, 8.6 



5%, 95% 

16X7-7, 4916.2 

2.4, 8,6 


BLQ Values Included 

0 

3 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

3839.6, 3381.6 

3.5,3.1 



SD,SE 

2061.85, 841.75 

2.55,1.14 



MEDIAN 

3560.2 

2.4 



MIN, MAX 

1453.2, 7243.9 

2.4, 8.1 



5%, 95% 

1453.2,7243,9 

2.4, 8.1 


BLQ Values Included 

0 

4 


Week 3 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

2484,3,2027.2 

2.4, Z4 



SD.SE 

1795.88, 803.14 

0.00,0.00 



MEDIAN 

1813.9 

2.4 



MIN, MAX 

822,6,5372.8 

2.4, 24 



5%, 95% 

822.6, 5372.8 

2.4,2,4 


BLQ Values Included 

0 

5 


Overall* 

N 

6 

6 

1.0000 


MEAN, GEO MEAN 

3509.7,3115.9 

4,0, 3.4 



SD.SE 

1749.33,714.16 

2.50.1.02 



MEDIAN 

3333.4 

2.4 



MIN, MAX 

1297.8,6080.1 

2.4,7.9 



5%, 95% 

1297.8,6080.1 

2.4,7.9 



* P-value from wilcoxon rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit or me 
BLQ (e.g., '<1.234' will be used as '1,234') for the averages across visits within a subject thus elimlnatig all BLQ values fortte overall statistics. 
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TABLE 14.1.1-2 


Biomarker: Free 3-hvdroxycotimne fnmol/L) 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 98 of 7) 


TiinepciuL 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

15531.5, 14510.3 

12.9,10.0 



SD, SB 

5703.03.2328.25 

9.94, 3.51 



MEDIAN 

16253.2 

8.3 



MIN, MAX 

7282.3,21708.6 

4.9, 31.9 



5%, 95% 

7282.3, 21708.6 

4.9,31.9 


BLQ V alues Included 

0 

0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

16215.6,13989.4 

12.7,10.9 



SD, SE 

8993.85,3671.72 

7.86,2.97 



MEDIAN 

14730.5 

10.3 



MIN, MAX 

5006.9, 30541.0 

6.0,27.6 



5%,95% 

5006.9, 30541.0 

6.0.27.6 


BLQ Values Included 

0 

0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

10483.2, 8939.9 

11.3,10.7 



SD, SE 

6664.13.2980.29 

4.09,1.83 



MEDIAN 

8860.2 

1Z4 



MIN. MAX 

40099,210540 

7.0,16.9 



5%, 95% 

4009.9,21054.0 

7.0,16.9 


BLQ Values Included 

0 

0 


Overall’ 

N 

6 

8 

1.0000 

MEAN, GEO MEAN 

14945.7, 132845 

11.3,10,0 



SD, SE 

7410.05, 3025.14 

6.05,114 



MEDIAN 

14143.7 

10.6 



MIN, MAX 

5433.0,26124.8 

55,22.2 



5%, 95% 

5433.0,26124.8 

55,222 



" P-vaiue from wilcoson rank-sum test. . . 

* Overall values calculated by first averaging the tesults across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as T.234 1 ) for the averages across visits within a subject thus climinatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 


Biomaikeir Free 3-hydiojtycotininefnw'iuL) 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 99 of Tj 


Timepoint 

Statistic 

Smokers 

Non-Smokeis 

P-value* 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

2985.2,2788.9 

2.5,1.9 



SD.SE 

1096.11,447.48 

1.92,0.68 



MbDIAN 

3123.9 

1.6 



MIN, MAX 

1399.7,4172.4 

0.9,6.1 



5%, 95% 

1399.7, 4172.4 

0.9, 6.1 


BLQ Values Included 

0 

0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

3116.6,2688.7 

2.4,2.1 



SD.SH 

1728.63,705.71 

150,0.57 



MEDIAN 

2331.2 

2.0 



MIN, MAX 

962.3, 5870.0 

1.2,5.3 



5%, 95% 

962.3,5870.0 

1.2,5.3 


BLQ Values Included 

0 

0 


Week 3 

N 

s 

5 

0.0119 

MEAN, GEO MEAN 

2014.9,1718.2 

2.1,2,0 



SD, SE 

1280.85,572.81 

0.79,0.35 



MEDIAN 

1702.9 

Z4 



MIN. MAX 

77(17, 4046.6 

1.3, 3.2 



5%, 95% 

770.7,4046.6 

1.3,3.2 


BLQ Values Included 

0 

0 


Overall’ 

N 

6 

8 

1.0000 

MEAN, GEO MEAN 

2872.6,2S53.3 

22, 1.9 



SD, SE 

1424.22, 581.44 

1.15,0.40 



MEDIAN 

2718.4 

2.0 



MIN. MAX 

1044.2,5021.2 

1.1,42 



5%, 95% 

1044.2,5021.2 

1.1,42 



■ P-value from wilcoxon rank-sum test. 

' Overall values calculated by fits! averaging the results across visits within a subject, then calculatingthe descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., l <1.234' will be used as 'I.234 1 ) for tire averages across visits within a subject thus eliminarig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 100 of?) 


Bioroarkct: Nicotine Glv-ruonidc (iiiriol/L) _________________ 

Tlmepomt_Statistic_____Smokers_____ Non-Smokers ________ P-value* 


Week 1 

N 

49 

63 

0.0000 


MEAN, GEO MEAN 

2978.210,1359.260 

1.781,NA 



SD, SE 

3802.1400,543.1640 

4.2499,05354 



MEDIAN 

1405.000 

0,000 



MIN, MAX 

17.879,17624.502 

0.000,22.811 



5%, 9545 

71.514,11547.000 

0.000,9,248 



BLQ Values Included 

0 

52 


Week 2 

N 

48 

64 

0.0000 


MEAN, GEO MEAN 

3456,560. 1750.150 

2553, NA 



SD, SE 

4353.5900,628.3870 

12.5617,1.5702 



MEDIAN 

1479.290 

0.000 



MIN, MAX 

68.432,25269.102 

0.000,99.257 



5%, 95% 

121.451,10055.ICO 

0.000.9.864 



BLQ Values Included 

0 

55 


Week 3 

N 

45 

66 

0.00 uo 


MEAN, GEO MEAN 

2802.100, 1441.500 

1.308, NA 



SD, SE 

2424.2900,361.3920 

4.0615,0.4999 



MEDIAN 

2594.230 

0.000 



MIN, MAX 

IZ330, 8404.754 

0.000.28.976 



5%, 95% 

27.126,8015.730 

0.000,6.165 



BLQ Values Included 

0 

58 


Overall' 

N 

50 

66 

0.8154 


MEAN, GEO MEAN 

2971.560, 1586.550 

1,885, NA 



SD, SE 

3164.2200,447.4830 

5.3651, 0.6604 



MEDIAN 

1558.720 

0.000 



MIN, MAX 

22.503,14522.700 

0.000,36.579 



5%, 95% 

98.640, 9135.910 

0.000,7.707 



' P-value from wilcoxon rank-sum test. 

" Overall values orlvulaicd by first averaging lire results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1,234') for the averages across visits within a subject thus elinlinatig ail BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Bags 101 of 7) 


Biomaikcr Nicotine CluniOflidc fnmoV24hr) 


Timcpotfit 

Statistic 

Smokers 

Non-Smokers 

P-va!ue' 

Week 1 

N 

49 

63 

0.0000 

MEAN, GEO MEAN 

4098.500,2293.980 

2.994, NA 



SD.SE 

4073.6500,581.9500 

6.9750,0.8788 



median 

2740.960 

0.000 



MIN, MAX 

25.209, 22030.628 

0.000, 29.594 



5 %, 95% 

162.756, 10788.300 

0.000,22.042 


BLQ Values Included 

0 

52 


Week 2 

N 

48 

64 

0.0000 

MEAN, GEO MEAN 

44091210, 2738290 

6248, NA 



sd,se 

4279.9900, 617.7630 

35.4753, 4,4344 



MEDIAN 

3529.190 

0.000 



MIN, MAX 

177.318,22489.501 

0.000,282.882 



5%, 95% 

294.258,11807,500 

0.000,14,886 


BLQ Values Included 

0 

55 


Week 3 

N 

45 

66 

0.0000 

MEAN, GEO MEAN 

4437.910, 2471.850 

2290 , NA 



SD.SB 

3364.7100,501.5820 

6.1951,0.7626 



MEDIAN 

4005.330 

0.000 



MIN, MAX 

17.262, 12487.288 

0.000,37.669 



59f>, 95% 

52.296,10485.800 

0.000,14.303 


BLQ Values Included 

0 

58 


Overall* 

N 

50 

66 

09128 

MEAN, CEO MEAN 

4172.S90,2585.250 

3.838, NA 



SD, SE 

3505.6200, 495.7700 

13.4760,1,6588 



MEDIAN 

3084.910 

0.000 



MIN, MAX 

26819, 15441.800 

0.000,104,041 



5%, 95% 

199.791, 11219.200 

0.000,18,618 



’ P-value from wilcuaon rank-sum test. 

■ Overall values calculated by firet averaging the results across visits vrithin a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., ’<1.234 r will be used as '1.234 1 ) for the averages across visits within a subject thus elirainatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TtMEPOINT AND OVERALL 
(Page 102 of?) 



Week 1 N 

49 

63 

0.0000 

MEAN, GEO MEAN 

3.019,1.886 

0.002, NA 


SD.SE 

2.3754,0.3393 

0.0047,0.0006 


MEDIAN 

2.774 

0.000 


MIN, MAX 

0.024, 12.113 

0.000,0.023 


5%, 95% 

0.135,7.058 

0000,0012 


BLQ Values Included 

0 

52 


Week 2 N 

48 

64 

0.0000 

MEAN, GEO MEAN 

3.238,2.097 

0.005, NA 


SD,SE 

3.1048,0.4481 

0.0338,0.0042 


MEDIAN 

2.471 

0.000 


MIN, MAX 

0.153,17.646 

0.000, 0.270 


5%, 95% 

0.222.6.805 

0.000,0.011 


BLQ V olues Included 

0 

55 


Week 3 N 

45 

66 

0.0000 

MEAN, GEO MEAN 

3.372, 1.946 

0.001, NA 


SD, SE 

24)882, 0.3858 

0.0034, 0.0004 


MEDIAN 

2.840 

0.000 


MIN, MAX 

0.020,10.645 

0.000,0.021 


5%, 95% 

0.056, 8.031 

0.000,0.008 


BLQ Values Included 

0 

58 



Overall’ N 50 

MEAN, GEO MEAN 3.169,2.071 

SD, SE 2.4360.0.3445 

MEDIAN Z64S 

MIN, MAX 0.025,10.339 

5%, 95% 0.190,8.383 


66 0.7949 

0.003, NA 
0.0121,0.0015 
0,000 

0.000,0.097 
1100010009 


■ p-value from wllcoxon rank-sum icsi. 

’ Overall values calculated by first averaging the results across visits within asubject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of die 
BLQ (e.g.. '<1.234' will be used as T2234 1 ) for the averages across visits within a subject thus elirainarig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page-103 of?) 


Biomarker Cotinine Gluruonide (nmoVL) 


Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

12245.200,6153.630 

7.575, NA 



SD, SE 

138213000,19549100 

1& 0877,2.2264 



MEDIAN 

6149,150 

0.000 



MIN, MAX 

71.505,58435.475 

0.000,121,445 



595,9598 

193.518, 44549.900 

0.000 38.023 


BLQ V alues Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 


MEAN, GEO MEAN 

14130,400,7525.660 

8.685, NA 



SD, SE 

15556,5000,2222.3500 

18.1773,2.2375 



MEDIAN 

7567.610 

0568 



MIN, MAX 

73.775,77152.193 

0.000,92.503 



5%, 9595 

310.423, 42264.000 

0.000,57.318 


BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 


MEAN, GEO MEAN 

11201.800,6697.690 

5.469, NA 



5D,SE 

9178.1500,1353.2400 

12,1389,1.4942 



MEDIAN 

8706.590 

0.000 



MIN, MAX 

SI. 153, 37456135 

0.000.78.883 



5%, 95% 

756.478,27258.700 

0.000,22.700 


BLQ Values Included 

0 

51 


Overall" 

N 

50 

66 

0.8924 


MEAN, GEO MEAN 

12368.900,7152,220 

7.243, NA 



SD, SE 

11679.4000, 1651.7200 

13.5374,1.6663 



MEDIAN 

8028.620 

0.852 



MIN, MAX 

75.478,53864600 

0.000,74.910 



5%, 95% 

430.165,31626,000 

0.000,33.293 



a P-valuc ftom wilcoxon rank-sum test. 

* Overall values calculated By first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of tire 
BLQ (c.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values forthe overall stalistles. 
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TABLE 14.), 1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 


Biomarker. CoUnine Uhiruonide (nmol/24hr) 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 104 of?) 


ThiKpoiia 

Statistic 

Smokcis 

Non-Smokers 

P-value* 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

17584.200, 10515.700 

12.042, NA 



SD, SE 

15317.2000, 2166.1700 

25.1101,3.0908 



MEDIAN 

13520.000 

0,000 



MIN, MAX 

100.822, 68661.683 

0.000, 106,872 



5®, 95% 

561.202,52173.300 

0.000,75.621 


BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

13182,400, 11642600 

15.112 NA 



SD, SE 

14562.1000,2080.3000 

32.1430, 3.9565 



MEDIAN 

L4973.S00 

0.698 



MIN, MAX 

66.398,68665.452 

0.000, 203.789 



5 %, 95 % 

523.023,54491.400 

0.000,73.080 


BT ,Q Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

17809.300,11430.900 

9.802 NA 



SD, SE 

12417,3000, 1830.8400 

21.1127,25988 



MEDIAN 

16848.200 

0.000 



MIN, MAX 

85.048, 48692976 

0.000, 105.328 



5%, 95% 

1043.940,37176.400 

0,000,50.216 


BLQ V alues Included 

0 

51 


Overall' 

N 

50 

66 

0.9708 

MEAN, GEO MEAN 

17538.200, 11451,600 

12.319, NA 



SD.SE 

13197,5000,1866.4100 

22.5981,2.7816 



MEDIAN 

15932.300 

1.638 



MIN, MAX 

84.089,57165.200 

0.000,104.966 



5%, 95% 

827.405, 46579,300 

0000,50.161 



‘ P-vatue from wilcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of ELQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g., '< 1.234' will be used as T.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.1.1-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 105 of?) 


Biomarken Cotininc Gluru&jfidc t nmol/mq Cncatin) 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

50 

66 

0.0000 

MEAN, GEO MEAN 

11335, 8.713 

0.008, NA 



SD,SE 

9.4621, 1.3381 

0.0173, U.002I 



MEDIAN 

12.095 

0.000 



MIN, MAX 

0.095,37.108 

0.000, 0.075 



5%, 95% 

0507, 33.762 

0.000 0055 


BLQ Values Included 

0 

50 


Week 2 

N 

49 

66 

0.0000 

MEAN, GEO MEAN 

13.437, 8.9S6 

0.011, NA 



SD,SE 

10.4751, 1.4964 

0.0267.0.0033 



MEDIAN 

11.760 

0.001 



MIN, MAX 

0.074,53.877 

D.OOO. 0.195 



5%, 95% 

0.522,34.914 

0.000,0043 


BLQ Values Included 

0 

48 


Week 3 

N 

46 

66 

0.0000 

MEAN, GEO MEAN 

13.808,9.166 

0.006, NA 



SD.SE 

10.2141,1.5060 

0.0143,0.0018 



median 

14.106 

0.000 



MIN, MAX 

0.075,49.743 

0.000,0.067 



5%, 95% 

1.668,34.847 

0.000,0.035 


BLQ Values Included 

0 

51 


Overall* 

N 

50 

66 

0.6097 

MEAN, GEO MEAN 

13.481,9.180 

0.008, NA 



SD, SR 

9.5809,13549 

0.0166,0.0020 



MEDIAN 

12.611 

0.001 



MIN, MAX 

<1081,38.906 

0.000, 0,091 



5%, 95% 

0.809,3S.061 

0,000,0.017 



’ P-value from wihmou rank-sum tcsl. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234’ will be used as T.234 1 ) forthe averages across vishs within a subjeetthus eliminatlg all BLQ values forthe overall staiistics. 
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